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ffiHE# 2003-3012506 



#2 002 — 013721 



mm&i mmm 

ClM&Rl] S6*(0]*V^PPAR©y^>K#<6T^ h (bait 

) tuT®^i##2-e^$tisp par rsai©^< ^^112 o 4#g^e> 

5 0 5#S&^t^IJlic£n- K-r£tf?y is** F£Mv\ yi/-f (prey 
A4b (bait) t UTSJItf 2 Tf*S*l« P P A R t SBR©^* < ^ % 

»2 04#g^&5 0 5#i %<gmm *3-K-r*3i*y^^ I'** 1 F&m w 

^■b-f (prey) hit cDNA7>fy7'J-5:fflV^if ^-^^f^U >y F 
S/X^A&fiJMbfc, y^f^ Ft»PPARr tfflSffffltSlSI&X^ 

y-n>ff«*t*. 

[»##3] #fflfija^&m©l«VNPPARy^>K#^TT?, A>fb (b 
ait) fcbTBB2fl##2T?3US*l£P PAR riet©^< t%12 0 4# 
g^e> 5 o 5#B&-£tM£#&n- F'TSJ^y l^^"^ Ffcffiv*, ^l/W (p 
r e y) ttt c D N A9>f 'J - &JBV>SBH&y- A>f :/y y K 5/* 5 s - A ft 

jRfffl b fe> y asy f»#&k: ppart tfi#fflt§iBl5:^^ y ^ 

y F<fe#» IC PPARt flSf^ffi i-SJKy^^FSrn-F-tSaKy^^V^ 
F, i i) !B?a##2*fettaB^I##6"?f*S*i«PPARSaK©^«i<i: ! fe 

y F^fi^^^H^^DNA^fi^t^ej^^i&^a^^^-- F-t 
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2003-3012506 



#2 002 — 013721 



Rilffl2#fflf Sjtfy^^Kfcn-K-tSJKy l/rt^F, Wii) SB?!I 

## 2 * fc&SB^W-S" 6 T'iStlS P P a R^a®^-a-b#s^iB^jtc®[^ 

mSH^lIS:-^*. OfrfcU P P A R ilffiS^ t** U F. 

&*U!i!&. 

$;witfXi£> urn, atF/*feB#Asnfer 5 L^%y# 

> K(S#»CPPARi:ffiS^tS*y Kfen- FfSsKU 5? * 

h\ i i) IB^J#-^2*fc«IB>?a##6T?^$tlSPP ARgfit©^< 

JUS^, i i i) ^^H^F-©DNA^fI^^-irb#S^SB^Jlcift 

tife 9 -stew <t y ftfenmeu 
, ^of/ifett^AStifer^ ^■WJW&'Sr^ b^t»u^> Kft#»tPPA 

RfcffiS^ffl-rSJKy^^F&n-F'rSJKy^^^^K. Rtfii) WB^J 
##2*fctt@B^J##6T*^3tiS P P ARKBK#*S^b#SJ*W*&Kilite 
Stlfel/JK-^-ae^Kliy^R^IJIStl, a) I3^##8T*§g2*l£7^ 

2 ffi£E# 2003-3012506 



^ #2002-013721 ^ 
ME#f£^<fr> U**t»'J K^#mcPPAR£^Sfi 5 ffli-&^y^^l>\ 

PPAR'J^K, 3fetf«tt««S:ift«S'tt-BXS, ii) l/aK-^-JI 

te^©^*:***: bti'J Fft#W3Sfc«Ef^ffl©aEflI*fca:Ky Fife 
p p A R ©«^*SfESP»»tt©«fls &#*f fSXg&^tf 3 £ £#M h •* 

[«#gc9] i) ft^4icfa*©mu ««»*«^ffltR3a«*©*v^ 

PPARU^K, Mttl^il^tSIg, fttf, ii) HK-*-» 

p p a r ©«^Stt«#»tt©Sg-fb &##f i" & xg Sr-^tf cn i: 

IW&Tg. 11] i ) 5 IGflBffaML #JttiBjS8&*©iKV\ P P A R 

U^f>K, ^W«5:iiStsm &t>\ ii) V3ff-#-$tfc?-©$8 
3»«:»*fc bTMEU Ffc#ttfeffi:EflUB©*ft;* fettKU Ftt#tt&P 
P AR©«^mttSN*ratt©3M&&#ffi*5Xgfc^*f £ WMl 

m ftffi p p a r & tf- -r § & is jtt- s ^ a* & m * § ^f«. 

12] i ) 5 tcgBttcZ>jfflj& M5Kje»*©i*^ P P A R 

itbt*y^> F«#»3&«2^M ©ag-fb * t=. «k y # > F«#»fc p p a r 
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ffiHE#2 003-3 012506 



^ #20 0 2-r0 1 3 7 2 1 ^ 

a y x v ymm^mm *x*v urn. 

13] a yy. u ym,ffi&&wn*mttm&mnx*$>2>m&m 1 2 

[0 0 0 1] 

*ftm&. v #y K^#65icp p ar t*Bs^ffi-r §MBfC£*? y 

[0 0 0 2] 

jy*vyi&ffi&&mM£Lrm&i>m&>bnx^z>^T^v yymmmz** 

*erZ/y~-l±mMMlfo&'&%:^i$JSy^ (peroxisome prolif 
erator activated receptor :PPARr) 
hiltT^MtSZia^StlTV^ (Lehmann?), Journal o 
f Biological Chemistry, |2 7 0t, H1 2 9 5 3-1 
2 9 5 61, 1 9 9 5#) „ f 7 ^ U ^ P P A R r ^ ©iftttlif ft 

$i<D!hm&rftm tmmt z> z. n # e>, mit&mmoj >xu >»ttte$c#^M 

ttPPARy £^b£#fflT*&££#;*.£>;flTV^ (W i llson^, Jou 
rnal of Medicinal Chemistry, 13 9t, H665- 
6 6 81, 1-9 9 6^). 3CDfe«)PPART©7^-Xh0^Sli-f^X 

2 o © # . i MH/M i: w ft & % © \%wm,v> e m&tfwi^ 3 *i 

T3&»u mmzitjyxv >Si2>li:ts. -^-e2Mifii^ U>*u:v# 
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ffi|iE# 2003-3012506 



^ #2002-013721 ^ 

% % &mmm&mt> y »*rr* - a * A&mmmx t* 1 su* r < t>-r^^ 2 # 

6 a* t & y , 2 m«s Jss*iJB#*e « -f y * u > £ <fc & *sftSKE3t #® r y 

&c< >^y >^tmft^CTVNS.^<ofc^iil^cD^^K:«#^«;jfit«i 
MJ®^^<> -f >X'J >®att*»KlJ:y||«««:ffi3ti** 2a*JR*|© 

ppARii«ftg«ftx-^-77^y-c*u y#> F^-a-icioTtS'ffi 
f is $ *i & n h x mm%t&*±yL & & %^un tc *§ u > * © 

SrSI^-rSZlil^^tlTVNS (J.Mangelsdorfe>> Cell, $ 
83t 8 3 5-8 3 91, 1 9 9 5^).' 

P ?> &K\Z\*Z-DWzr.ZJ ^0#«^»e)tl»tfe»J, PPARa, PPAR/8 
,PPARr il^f £ (P roc. Nat l.Ac ad.Sc i.USA J9 It, 
7 3 5 5-7 3 5 931, 1 9 9 4 J£.fiB9t • 4KB • MS, f40il3^,50 
-55®, 1 9 9 5^) o 3£lC, ft^COflS^JCOV^T, P P AR(Dt^ W ^ 

JRJRilBt&iK&T? $>Sf 7V'J S> ymmmt PPARr©U^ra»J, 
jfittf t^r<D h y ^"y-fey Fi/^^&^Sic^TS-*<5-i:*^^^Tv>s (d i a 

betes,|46i, 433 -4 39 1 9 9 7^, DiabetesCa 
re, f 19i2^,151-156J|, 1 9 9 6^, DiabetesCare 
, $1 5*2#,'1 9 3-2 0 33S, 1 9 9 2^, Diabetologia, 
f 39t, 7 0 1-7 0 9JS, 1 9 9 6^) T*f< ^ *>J§gfC4£TSl£ ITS 

VM*>*lTV^:7W FJRIRffiltt, PPARa0'J^ K^S&^tS-i:* 5 

&e> tvr & y > av^sr hvr v u u"<;kz><6t#S8«> 

tlTV^ (Proc.Nat l.Acad.Sc i. USA, % 94 i,4 3 12-4 
317ai 9 9 7^Drugs,^4 0i2#, 2 6 0-2 9 0*1, 1990 

ppARyy^b mm&vn m zw± u mm&fc & - £ s 

tlTV^ (S.Kitamuraf), Jpn. J. Cancer Res., 19 0 

7 5«, 1 9 9 9 ) 0 PPARr 6) tl (Ton 
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ffill# 2003-3012506 



^#2 0 0 2-0 1 3 7 2 1 ^ 

t o n o z Is, Genes and Development, ^8^1, 1224 
-1 2 3 41, 1 9 9 4¥< Tontonozb, Cell, |79|, 114 

7-H5 6I, 1994 30, frs*xmm*?yxx*mmM!fov>ft4mmt>mz. 
^mmmmm<Dm(pt.fmmmmmo)mm^\^m^-t (n Kubota^ 

, Mol.Cell,i4i, 5 9 7-6 0 91, 1 9 9 9^) ,«±®TO^ 

, j-r^vvymmmu y* u >sm i tt£ak#*r£MiteP p art y=r-* 

#53fc#£tl£ ^tlTVN^o (J.M.Lehmannf)., J. Biol. C 

hem., 2 7 0#, 1 2 9 5 31, 1 9 9 5) „ 

5£^rvu $>>»##&«v^ttj^T?<D&ji#e>* ppart ©t=t-:* h# 

Diabetes Frontier, §1 0#, 8 1 1-8 1 81, 1 9 9 9 
; Jg*, Diabetes Frontier, I10«, 819-824 K, 1 
9 9 9^) .IfflPPARy (D&f&T^—X MC <k SMCDjKjSttifrlD***:* 

e> i-sn^i!i#ffl t? & »; , >f > * u ^tsifttt * ^ ? * ©aMitfss < 

jd^gt'fe U , PPARi:ffiS#Mt50fS:^U«k^i:t s»*^3*it 

R r £.<Dffi^tfm'< i otlT&'>), S RC-1 (Y Z h u £ Gene Expr, 
6 1 8 5-1 9 51, 1 9 9 6^) , CBP/p300 (L Gelman 
P>, J.Biol.Chem, »2 74«, 7 6 8 1-7 6 8 81, 1999^) 
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mU^2 003-3012506 



#2 002 — 013721 



, DR I P 2 0 5, TRAP220 (W Yang&, Mol.Cell.Bio 
1, 12 0^, 8 0 0 8-8 0 1 71, 2 0 0 0*£) , SMRT (M L a v i n 
skye.Pro.Natl.Acad.Sci.USA, $9 5t, 2920-29 
2 51, 1 9 9 8^) , Gadd45 (Y K i m£, Biochem.Biop 
hys.Res.Commun.j2 7 2|lf : 1 9 3-1 9 81, 2000 
<l£^l»> RIP140 (E Treuter£>Mol Endocrino 
1. 1 2#6#:8 6 4-8 8 H, 1 9 9 8^<X«2» «sHaiR(D^P 
PARr fc#2fe/a^*£fc#*@3*lTV*S. HC^ft^fiftfttf, 1^ 
y>f KXl/iZ^"#- (RXR: retinoid X receptor) #PP 

a r i: u ify K©##te#ifti- / v5 t a#>f v-&^b, ^^M^-h^^fS:^ 

K^IfClS^S-fc^^SnTV^* (Lemberger Ann. Re 
v. Cell Dev. Biol., 12, 335-363, 1 9 9 6) . b^U 

F&*hfl£3*fc, iftywW^'JiyK^fA (Yeast Two-hyb 
rid system) (Proc.Nat 1. Acad. Sci. USA, 18 8 
«9 5 7 8-9 5 8 21, 1 9 9 im &m^*^S&#Jfc<ffiV*e>ft*Cfcfc 
£fcPPARrtcWbTW:£*i* - A>f ^ y >y F 2/ xf AT? U if > 

«^-/N>f y KJ/Xf AtP P AR y^B^^lfc^t'lt PB P 
(Y Zhub, J. Biol. Che m, $2 7 4f, 7 6 8 1-7 6 8 81, 1 
9 9 9^<^3» , PGC-1 (P Puigservee>, Cell, f 9 
2#, 8 2 9-8 3 91, 1 9 9 8^<M4» , PGC-2 (C a s t i 1 1 
o G^EMBO J.$18#13§:3 6 7 6-3 6 8 7 1 9 9 9^<M5> 
), SHP(Masuda N£> Biochim Biophys Acta. Hi 
3 5 0#li|:2 7-3 2 1 9 9 7 ^<St 6 » ft if CD P P A R r ^S^^t 
£2*iTV*Stf, V%-f*i©H : ?-%y Fa^M^Tfcfcv^TfeP P AR r ilffl 
S^fflbTfey, W Ft#»PPARr^i^±#fe^3^ 
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ffifE# 2003-3012 5 06 



^ #2002-013721 ^ 
S^M£#iffiL£%CDT* «jiCm2> 1 - 5 6 3 6 9) cDNA^ 

•f^v -frbm^frtevfiy Kft#«s^t s p p a r r ©ffii^MH? i 

iiH±a0M<tilX <SrtR4>rf»Kifa«Stbfcffi2f^fflH : f-tt 
, P P A R r £JW7*tt-fr:7* -f Zf(D P P A R a &^«Tf^fti:ffl>J # > F 
te#»fc*MUB#*#ywW V F^X^A^ffi^frTV^Cfe^fr 

&1% p p a r r Kmhxit&ik^ift&m'vvfrv i$y 

ppar t vify F<Dftm*&-my-^J'7v ? Fs/xr&'zizt&m 

[0 0 0 3] 

-r«<BJC^Mfcy-;Vfcfc<&y PPAR fcffiSffffl t55e«& 

y > jgtfiffi&gas© 7s $ y - - y tf-xm zmfc-t s £ t k & & . 

[0 0 0 4] 

#38UI!#&W\ *tfSW&#ftsJ8 (£f£ffi) ^®?»©l«v%r^-^ F©#«ic^ 
#btPPARric^tSiem feJ:t>*#M (SlftMS) 5KjBI»*©i*v%r 
drn^, h®#^:|ic#tTPPARr fc*t^*&g&K#«:> »-»^-A>f ^y 
y KWACitt©ifi^PPARr7^h&I«*^a*5aS©* 
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ffitiE#2 003-3012506 



#2 0 0 2-0 1 3 7 2 1 ^ 

ECH-1 (enoyl-CoA hy d r a t a s e) 110 
K(enoyl-CoAhydratase like protein:EC 
HLP) ffl#MT^hiCt#btPPARri:^tWi:lt, H 
hJil^"^^^^ bSSK2 ( a n t i -o x i d a n t protein 2 i; £. 
& non-selenium glutathione peroxidase, 
acidic calciu m- independent phospholip 
ase A2;Genebank T ? -fe y £/ 3 >##XM_0 0 14 15, OT 
AOP2i:IB&fB-r^) fcjlffibfco S^lC m^T-ECHLP^iiiMiC^-r 
Si:U^f> FMW^ P P A R t ©i?il^ftl:if IcIUIIt § ' i: I 

^fe^rii^Ilfc.tfc, 3fflj§&#T*AOP 2^ig0J{c^t- ££U F 
•f£#lftfc P P A R r <Z>^M^ffi£M^lClMt-£ ^ ^ Lfc.ZbKA 

op 2^«M^^^;^^^^^cfev^T^(0^aKa^^bTv^^rt^2^7t: 

t^t^iaib, «i^ffijcfe^sinseK©wj^#«^> ppart^ 

[0 0 0 5] 

(1) ^CDl^VNP P AR(DU#> K##TT% /Ub (bait) £L 
TIH^J##2T^Stl-5P PAR rMfi^«) / >^< ^=fe>^2 0 4#@^S> 5 0 5 

F«5tfy:2$'i/^K£J E Svv (prey) £b 

T cDNA7-f^7'J-$:Mv\5if^-A>f7 >1 J y FS/XT-A^lIffl bfc, U 

FtmPPARr ^TOffltSgei&^^'J 

(2) igi^a5c^#M^»^l^VNPP AR'JA*> F#£TTv >W h 
(bait) i:bT®S^JS#2t'^tl5PPAR 7fiei© / >*< £*>3|2 0 
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ffifE# 2003-3012506 



^ #2002-013721 ^ 

4#B^e> 5 0 5#@&^tf^c£n- K-fSaKU F£Mv^ 
(prey) tUTcDNA^^^'J-Sifl^i^-A-f^'J V K^^r 

( 3 ) mmmm^^-m^ pparu^> f#&tt% f (bait 

) 2:brSB5lI##2*e^S*iS PPARTSflI©^<il^2 0 4#Bfr6> 
5 0 5#B&*t?ffi«S:3-K'rSJKy5i^l/^KS:fllVV (prey 
) tltcDNA7>f^U-&fflV^5 »#y -/W >f U y F ^> X t- A £*UM L 

(4) i) IBJff##4-e3t£*l£7^ y&IB^b&SJffy F. & 

#l$&c P P A R £*BS#/B^£ V*?* K&n- F^^*fy J-*? F, i 
i ) IB#J#-^ 2 * 6 P P A RSeRO^fe <H%Vtfy 

KMMiiHs?Sf©DNAiBMti:A^45l^gei5:3- K1"SaW5 

-3\ i i i) mmm^m*(DDN AM&ffimtfi&&hmzj&®mmizm& 

i) BB^#-^4T?*s*iar$yfiftffi^e>«i'63i<y^^F, &&v^@e?rj# 
^4vm^Mr^jmmm^^x, i&fcizm$Lte<Dy§swufix&* urn 
\ &xf/*it\*nxzftfcT§swmM&'£&s b^%y^>F^#^icppA 
Rt,ms.ftm?2>tfv K&n- F-rstfy f\ wii) ih^j 

##2*fettlB^#-^6-e^Stl§PP ARgBH#5l^b#&/S«B^&ci[(-£ 

sftw^fe^ss^y f> &£v*ttfB#f##4*e^s;ri5y3 ./Mwcas 

KK^JS:**, b7^% 'J # > P P A R fcffiSflsB*** #y F\ 

&t>\ b) BBW##2*jM«^#^6T*3JiX£PPARge«&8^b^ 



ffilEff 2003-3012506 



0#2OO2-O13721 ^ 

( 5 ) i ) mm&-% 8 -e^s tis r ^ j mmmfr & s jk y f\ & 

#65JCP P ARi:^SS#M't<5^U^^ F&n- K-tSsKU 2* I/** F, i 
i ) BB#f## 2 * £&IB?U#-i§- 6 tl-B P P A Riei®^* < £ t> y 

K«^*« il jg^BH^D D N A MUrMcfr ft 3 i&^S 915:^- Ft* -5 SUS^ 
, &£>\ i i i) ^*H^©DNAtt#«*3^3|g-&b#45lS#B»5JC||-&ail 

RilffiEf^M'r-B^U^^K&n-Ki-SJKU^^ Wii) Wffl 

## 2 $ fcttia^## 6 Testis p p a RSBi^is^ b#s^s5^jjci&^ 
raa^^ & ft « jk y ^ ^ f, * * v> »sb#i## 8 -e* $ ti e r ^ ; kbb^j jc & 
mmm*is&* y k«#»c ppar nm^Mt^v f, 

&t>\ b) K^J#^2*fettiB^f##6^S*l«PPARSe«S:Sl^bTV> 

( 7 ) 1/ sK - # - 3tfc^ ^S/7x9- Iflfi^t' & S It 4 $ & « 5 
(8) i) ff*g(4K:|a*0jm& !8i^^C#^Mf^@^©l^VNPPA 

Ry#>F, atfttM^iMSitSXg, &t>\ ii) i/jK-^t-ate^© 
»3M&»«fcbTKy K«#»ft«2^©aKft*fettKy 3?f> Klfe#ttft 



ffil2E# 2003-3012506 



#2 002 — 013721 



lift fttf PPARl/rl fcttftW&SlflsJB fctfeffi"** 2fSu 

o) i) m-£&4:izmm<z>mm. mttm&wftmmfmgkcom^p p a 

do) >f>xy>^tt*»iiijV«ft»*#ffl^**it#3C9ia«©^ 

(id i ) 5 {cta^om, #«as:jea&*©i^ ppar'j^ 
b% siFStti^^stsxi, &t>\ ii) utf-$-mte*<Dmm*m 
uzisTWiVjfy Kfe#»3&ffi2f^ffl©aEft * fciiis y k^#6U^ p p a r 

P PAR* ft* 

(12) i ) 5 icfa«©«> ^Mf^jQ^oi^v^ p p ar y jfy 
xmvisy K«#»3&«af^ffl©^b*fettRy fw^ppar©^ 

?Sffi«#?gffi©3£fb&#*T«X:|I, Wiii) 

y >«'ffiafc#^ & x * y - - > ^-r § 

.(13) >f y >ffiffift&sia^«SftW&#» , T?&saf i 2fBl£<z> 
^^y-->y^ 

[0 0 0 6] 

*mmmwT*&mzft& r x^Mj & rmttm&mftms « r 

n~*) S^ya^-ex*/!/^-*: LTilbfcy, ^ y zi-tfy<D X 5 &x* 
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£B!iE4$ 2003-3012 5 06 



^ #2002-0 13721 ^ 

PPARrU^>K (Mi««^y^y» KlJtitfcbT, 5#<Z)l;fr£> 1 0 0 
0 1 *»ja : *U<tt, lO^Cl^lOOOdOlCfillTf 

&Sfc©##*bV%„ #ffi^^©«V>U^f>F^bT«, lOOmg/kg 
©^fb^^^bfeil^lC— M^T^mfflCjtltbT 12 5%«_fc2 0 0%etT 
<0«mjfo**©*f*&% &<5VxM:fE3feg[<Z>P PAR r U K (M 
i«WJdiy>) KiJtifgbT l 5%jgU:i o o%JKT©««JfiiSft*©^& 
%feb^%©*W*bVN. r^©fljv>P P AROU^> Kj tt, r«f^W*IS 

#>Kj „ *fcttl&IBfBi»*©Wv>U^f> FSr^-T. rttftUBfflUfiU « «"ppa 
RhPPA RfgS#m ECHLPi:®';^ KISt#«r«sffi2f^ffl £ 1/ # -a 
^©M^ll^^btiSttSMj rppARtPPARfl^ffi 
AOP2^CD'JA*> Kft#»5&ffi2f^M S UK- # tit 

Xr^T'$>§. j»#y-/W^y y KS/^AKlfeV^T, ;H h (bait) « 
DNA«^fi«ICli*S-efeittSejtfe, (prey) tttS^iSttflllK 

^JcJI^S^rfcgeStS:^- r 0 DNA5^/5'J-J tit. MmftXSffiZ 
*lTV>S«^«jS©mRNA (aft?«HR©^bT?* >r?**©r ^ ^WJ$: 
S^-r-S) Sitti-^iU ^fi}ayf©niRNA{CWj:DNA^ 
^b,^(3DitIX$:^T^^^-^I^^^ : fo©^*>^o #BM#&C&^T, 

rpPAR'J^ KH^MSJ ttPPAR0'J^> K^tSWSot, 
S?J**28iliOthPPARy 2 -/ fiftS^J^«jS 2 0 4#^6>«5 0 5# 



ffi!iE# 2003-3012506 



#2002-013721 ^ 
a*TfS:^t?«*, t hPPARa7^;WJtiiil 6 7#^e>H4 6 8# 

[0 0 0 7] 

*mmm<Dm%kmmmmm ®ppa r*bs#«^ a jot^fciir * ti & ^ y 

3i ? FiC «fc y n- F3 n* P P A RffiS^fflsK y FtC J3u 

K ; 

%y Kft#«r^p PARjcjs^"rsse«^a>sjKy^^ F (js*t. mtg 

«±t*fe§r^ y^ffi#ifre>&y, y^>F^#^{cppARic^f 
sgejsre&sjtfy^^F (j^t> ffirajKy^^KfcfSs-rs) ; 

wm*is&. Lfr*>vtfy \?m&Mizp p AR\,z.ffi<£??zm&nr-&2>tfv 

<ttl~10l, J:y#*b<«l~7«, XtCif* b<tel~5M) tf>7^>> 
^f^K^ttJCPPARjcjU-^-rsaeK^fe-B^y^^Kj r^g^rj 
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5%jgJLt, xic»*i/<tt9 8m®*Httfc*t«7s;ii»!i*e»ft*i 

£#T*#, KB^fflU^fV KMSlfC P P A R ^tSieitfe y 
, KM##8T?«3*i*y5 71Mi^K:WbT, b < tt 9 0 %£*_£:, <fcy# 

£b<&9 5%JgJLfc, 35tc^^b<li9 8%j^_b©ffiraffi&^i-sT^ymia^i 
A^^rtm, # £ b < teiitfsja u K«#«r k: p p a r izm^-t 5 s 

01"el>S. #EM#&C£tt£Bfrf2 r^lMSj Clustal p 

rogram(Higgins and Sharp, Gene 73, 2 3 7 — 
244, 1998; Thompson et a 1 . Nucleic Acid 
Res. 2 2, 4673-4 68 0, 1 9 9 4) «dRJC J: »;#&tlfeffiS:*"* 

jgA_h, * ®mm<D &,wim mm^^ftz ppar # u * ^ k tc ^ v > 

MECHLPj tffi-t&o SB^J##8T?^$tl&T5^^Si^I«:^t- 

, fiTF, rppARffiMAOP2j fclfrfS. 

PPARffi2^ECHLP*feliPPARffiMAOP25:a- K* 

msiB^j s*i/**^kb:, bb#i## 4 * & 8 mm® r 

ffiBUtfy K&a- K'tStftaEffi^ISr^tfsKy 5? * i/**- Kfc.e>fa*n*%«fc 
va 0 #£L<», BB^J##4*fe«BB?0##8|a<fi©r^yfiftB!^JS:3-K'rs 
ft3£ffi^&«s&Ji<y 2# l/*^ KT?fe*J, ££tc*?i;b<te, S2#I## 3 i; £ 

[0 0 0 8] 
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©^^y-->^Ss&JBATK:lB*i**. 
[0 0 0 9] 

<y^f> Ft»ppARhiOTtsga^?y-->«> 

##&0J!&c£v^&, PPARrt'J^ K^#^lcffiSf^ffif 5@?l:iS^- 

^ ^ ^ , ; _ tpfr bmmmz mfe-t & z a % & . *$&wx* \t p p a r ^ ^ © 
«^«h-?© y K<fc#»35ft*sf^ffl smu p p a r a jra>*K?tt*te 

n^mmtm^ ^ v > e> ate <z>m& & 2 o (omm stts^y-M^'j*; k 

ffiS#/8**-<5 2 fi K# 1 o©«^B##&?gJfcU d4%2>W&£> 

So 
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t^CD— fiKOK^IKH^KlKbtiS fl#©Jig-&#S£fty F© 

y > y F<K#tt© p p a r r ffis#^s^©i»M^^^ 9 y 

r r r=Tn^ FCDttB«^a3itt35i t «<, U F«#tt©*ffl««^fiv^fe» 
fcflU ftftsnfefTf PPAR7 T^~^ Ffcbt***Stt©*V^^*» 
^lIIt'i«Sc#ffl^-frS r tic J: U > p PAR r fcffil#fflS?©'J^> F 

s <oiim*%& b fe 0 <fc y jyfrimc km»J 2 Kna«©*s-e*^ * y - - > ^ 
s Hires*. 

K©ffM&lttI^*vifc&#«^^S*j*©Ba©l5JBJIIIKiibTtt, P 
P A R r © y # > F<fe#»«^ £ > fcifc ffl * * 

mft>-S-b5>X7i7-f (GST) , ^Df^f>A, 

h v;vh~x-A-f vif^u^^v (mbp) teEmntzZV 

lettppAR r ©y *v Kis^A^&si^^^^^f^^tsge 

[0 0 10] 

< y iSv F«fiE#ttC P P A R bfe, 

©=fftffi^j* • -f >X'J >ffiWtt«IWI©^i"J ; y Flfe#tttc 

p p a r ^ffisf^ffl-t ssa«&5pjffl bfe, #®?i@^tt©^m^^ • &mmm 

1 . P P A RfflEftUS E C H L P fcfrjffi • >f 

y i/«m'tt«»ani^f v-=-v?m 

*»«!©-o©*IS«l«4:bTtt, (i) PPARolfettT<0'>ft<ii*y^ 
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y K^ffi:lR^S?®DN AM^fI^^M^5t^> &£V^£PPARat; 
fcter#?©£;ft^£=i-- K*r<S*^-?, (ii) PPARfMECHLP 
&=i-K"f Silted W(iii) ^«R^H^©DNA^fI^^^b#^ 
£S#@E#HCM^3 I/jK- # -3ft^, *5VMiPPARo*fcliT b 

. £ftfclMMMtfc##31i\ tt«««JBK:feW6, PPARffi5#fflECHL 
PCiSPPAR ©««ffift*ar«^fflcD«»*«K: J: SSHfc & * -* 
&?©383i&f«fcbT1&ffiU iM}r*-££4:fr&fcSP PARW5i#ffi 

tf}t5l/!if-^-fStt^^t5^i5:Mt5I £ic£ y, PPAR^ 

2 . p p a r«mao p 2 %5pjfls ufe#flt!gis?sffia)ttfflis • ^mmmrn 

tt<DfcvW>*U >3g#ttt3fc#m©:*# y-n>ySs 

*^©-0©^JK«l«i^bTtt, (i) PPARaifcttr©^<^U^ 
> K«g^1K«i:«^H : ?-©DNA*|^1S«©J»-&3t^ : ?-. feSv\liPPARa t 
fettT^^^^n-PJt^'Ci i) PPAR*SfffflAOP2©a-K 
at-g-?, (i i i) m^H?©DNA^M^^^b#^>^Sa^J{CM 

*g3*ifcl'#-*-3t'B : ?\ *&VM±P PAR a *feiir b#SlS«rlB?0 

4b5ti:^#S-e:, WttfflJWJfiCfeWS, PPARfMAOP2lcj:SPPA 

itbtMU aut'tsrii^&assPPAR&^'tsBrf^fflSr^-tS'fb^ft 
teat* ^^y-->^-rs^Sj^w , &tu*. 

[0011] 
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*ltf«fcvx. iriJ^fcK^H^fcbTHU ^il ft(DGAL4gai (Ke 
e g a n £>, Science, »2 3 1*, »6 9 9-7 04S, 1 9 8 6^, 
Ma Cell, *48i, »8 4 7-8 5 3l, 1 9 8 7^) #We>*l<& 
. GAL4«2?H-?©DNA»^*«feJ:tWE^ISttfl:««tt, MA«GAL4 
<Z>»£\ N*««ff (SJ:*J|ll#a^&14 7#a*Tf<Z>r^^»S:*to**) 

ft#BS?Qtt* «R^H^CDDNAM^M^^b#SDNABB^J?:Mv%Sc 3tfc 

9— erat-RT- (cat) , jum&<Dn/t/7 x.^—etett (Luc) , 
tfmM<D&&myt : g;&'g : &fc* cgfp) ^#&if£>*i&o i/tk-**^-?^ 

[0 0 12] 

PPARaifcUr, i^CDNA^m PPARTOMECHL 
P, t fcliP P A RTOM A O P 2 & n - Kt5* U 5t ^ l/tf Fit gfcftltf) 

T^fl^T, PCR (Polymerase Chain Reaction)^ 
JWW^U 3 U >^lcj: y, c DN A^-f - 

#&3Min?£<&. PPARffiMECHLPIt HUC^Si: bTR^^tbS 

&&X&*<D^&toii\^ft<oU&&<n*<n^&v~Z* «t<> #J;U2fc:h (LO 
C 1 1 5 2 8 9 ;GeneBank accession ##XM_0 0 8 9 0 
4, HPXEL;GeneBank accession ##U 1 6 6 6 0, 
FitzPatrick D R £>, Genomics 1995 ^27l(3):4 
5 7-4 6 61) , TV 7 (Echl ;GeneBank accession 
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##NM_0 16772), *yv h (HPXEL ; Ge neB ank acces 
s i o n f^NM.O 22594, FitzPatrick DR£, Geno 
mi c s 1 9 9 5 ^2 7^(3):4 5 7-4 6 61) if (A Dt?L 

pparimaop2», mvfr^-ntvcmfe&nz&w^ p p a r £ 
y a y Kfc#» &c*gs# js l t m^tt©«R¥f§#fg t»» & s % © t? & *i 

«VN-ftl©afi^©=fo©"efeoT : bJ:<, M^lith (AOP2/KIAA0 1 
06;GeneBank accession S#XM_0 01415, D14 
662), ^tJy. (AOP2/ 1-Cys Prx/ nonselenium g 
lutathione peroxidase ;GeneBank access 
ion f^AF 004670, AF093852, Y12883), 9 V h ( 
AOX2;GeneBank accession ##AF 0 1 4 0 0 9), # 
*/(GPX/PHGPx;GeneBank accession S^AF 0 8 
022 8, AF 090194) & E ©PtfLg&^SSfc© =&<£>2)Wf ^JlS. 
PPARrte, I^U^a^bTlUS^nefe©^, Iftl/t^^-ilbtffl 

ffl^OD^CD^H^^^f ^^l-5o PPARr (D r e y e r £>, Cell, f 68 
i, H8 7 9-8 8 7S, 1 9 9 2^, Zhut, Jounal of Biol 
ogicalChemistry, f2 6 8#, ^26817-26820 K> 
1 9 9 3^ Kliewerk, Proc. Natl. Acad. So i USA, 
H9 l^, f 7 3 5 5-7 3 5 91, 1 9 9 4^, Mukherjee£>, Jo 
uRNAl of Biological Chemistry, f 2 7 2i, f 

8 0 7 1-8 0 7 61, 1 9 9 7 Elbrecht£>, Biochem.Bi 
ophys.Res.Commun., f2 2 4|, 14 3 1-4 3 71, 1996 
^, C h e m£>, Biochem.Biophys.Res.Commun., Hi 

9 6t, §6 7 1-6 7 71, 1 9 9 3^, Tontonozfe, Genes & 
Development, f8t, $£1224-1234 H, 1994^, Ap 
e r 1 o Gene, f 162i, ^2 9 7-3 0 21, 1995^) (DMB 
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¥mm&zx*T§jw&ffl&'t'e{zm&z*.x^&. *fc> ppartichu p 

p A R r 1MPPAR r 2 ©-iCDr^f V7t-A^#SU P P AR r 1 
[0 0 13] 

PPARafKlir, iWODNA^m PPARfilfffflECHL 
P, SfettP P ARffiSffSAO P 2 &3- Ft5#y 5^^ l^tf Ktt, Wi« 
&©£e>tC#<5 3i:#*e££#, ZKD^fClSbT^©^ TMo 1 e c u 1 
ar Cloning] [Sambrook, J Cold Spring H 
arbor Laboratory Press, 1 9 8 9^] 

&5 e « & s tB # & ^ s iffljfi & * * \ ttffiHK, m x % a 

Ttt, yr-^> • *-**5/y*- - $ry— s*> • 

*S/T*- hftft-feS/tf ASfetfafciffeJllS. PPARaiKlir. PPARfg 
MECHLP, ifettPPARffiS^MAO P 2 ©^|B*S^t*Sj»fia* 

mRNA©»3Sfcm&fct**tf ^tfrnRNAWJ^ (dT) iz;i/U 
IM^tCitJmRNA^S^C^itSiil^ttS. mRNA&iffi 
ffig^tlfemRN A&^^^A^^-fV-Xli^U dTd T^^^V-<Z) 
lCj;oT^f^ri:^T*^So licDNA%MV\ Blftjfte-?-©— SP 



2 1 
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##10. P P A RfflSffffi E C H L P CttS?!Itf 1 2 fcffl#J## 1 3, PP 
A RffiSflsJI A O P 2 {CttSB#I## 1 4 £g2#I## 15^V^TPCRi:«tU 

mm o b -bp ©«« & « $ ^ e 2 s&g) ^ >r v - & « v > x p c r tc 

-*^/i/«*«»*£j:y#irrs. mac**;* ±«DNA&wimaMre"W 
Khtmmmz, 3, 4, 8««©*SsK:j:y#e»n*. 

Z.tl**e^fe^lC«fcy#e>tvSDNAODfB^f^». T^MJ-A- 
^/W1- b fc^^tfif^ (M a x a m, A. M. %.Z$G ilbert, W. , " 
Methods in Enzymology", 65, 499-559, 19 
8 0) ^i??7t*ri/Z? U*?- K0M$*§& (Messing, J. &tfV i e i 
ra, J. , Gene, 19, 269-276, 19 8 2) ^JC <fc V O ZL £ 

[0 0 14] 

TMolecular Cloningj [Sambrook, J Cold 
Spring Harbor Laboratory Press, 1 9 8 9^] 

ffiSffM E C H L P © WI1SWT'0^» dfetflC, PPAR^fclirM 

p p artosao p 2<D&mmmmx*(Dfti%&'&mmr*%2>. 

N A^c^I^^i^tlfem^^#bT34^$:Mv^T% j:VN„ 
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PPAR»»^Alt%I^^ ftftffi© P P A R 7 #l*IC#4t • 

BECHLPfr&ftSiJ*©^ PPARr^T, |S«:BB^IJCJt*S 

3ftfcl/sK-#-£P P AR«S#fflAO P 2^f>&5W*S:iAbt% «fc 

*«tt*IHl!Bi:bTtt, ^JiW0ttt^§COStt(G 1 u zman, 
Y. (1981) Cell, 2 3, 1 7 5-1 8 2)^ ^-f-".X- AAX^- 
liJUiTO (CHO) Fn*ail/^^#-^** (Ur 1 aub, G. a 

• nd Chasin, L. A. (1980) Proc. Natl. Acad. Sc 
i. USA, 7 7, 4216-4220), fci hMfWHEK2 9 SUMS 
fei^lflJSfCEpstein Barr Vi rusCEBNA-lIfiHi 
Xbfc2 9 3 — E B N A$HJHjJ (Invitroge n*±gg) «fc < fflVN & tlT 
V^ftV itie>Kl|S5)eS*lSfcWT?tt«s<, PPAR*BS#ffiECHLP&Cj:£ 
PPARo*fcttrCD«9«»IBIfi#*fettPPAR«3L^fflAOP 2tCj:SP 
PARa*fettr©^¥^?§tt&^ffiT*^§ : feCD^fe^^«J:V^ 0 

T=bJ;VN 0 ffcftan^^ bTtt, s V4 ocUI^o^-f -SIt S 
pSV2dhfr (Subramani, S. et a 1 . (19 8 1) Mo 1 . 
Cell. Biol., 1, 85 4-864), t^elongation fa 
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ct o r^O^-^-^t^pEF-BOS (Mizushima, S. an 
d Nagata, S. (1990) Nucleic Acids Res., 18, 
5322), cytomegalovirus -fU # - fc^-f £ P CE P 4 
(Invitroge ntfci^&MaVT'gStf, r*UCRgj£3*l&^„ 
[0 0 15] 

Tte, SV4 0tM5:fU CO Sjj«&C^T g^M^nflB^^) U, $ 

%<Z>£:JBV*.6 3 M;Lk£, pME 1 8 S, (M aruyama, K. 

and Takebe,Y. (1990) Med. I mmu nol., 20, 27- 

3 2), pEF-BOS (Mizushima, S. and' Nagata, S. ( 
1990) Nucleic Acids Res., 18, 5322), p C DM 
8 ( S e e. d , B. (1987) Nature, 329, 840-842) 
tfbtl&o SW^^-liDEAE-r^h7>i(Luthman, H. 
and Magnusson, G. (1983) Nucleic Acids Re 
s., 1 1, 1 2 9 5-1 3 0 8), U >iA^^"?A _ DNAHfflS(G rah. 
am, F. L. and van der Ed, A. J. (1973) Virolo 
gy, 52, 456-457), F u GE N E 6(Boeringer Mann 
he i mtfcSD&m^fc^MSU feitFS^W^lNeumann, E. e 
t al.(1 9 8 2) EMBO J., 1, 8 4 1 -8 4 5 )^&C <fc *J C O SfflJIiC 

4 1 Sffi^-fc-fcl/TflMB-rSn e o&^&^b^S'** # 
pRSVneo(Sambrook, J. et a 1 . (1989): "Mole 
cular Cloning -A Laboratory Manual "Cold 

Spring Harbor Laboratory, NY)^pSV2-neo( 
Southern, P. J. and Berg, P. (1982) J . Mo 1 . A 
ppl. Genet., 1, 3 2 7-34 1)f &3 • h7>X7x^hU G4 
l 8iftt<oan=.-fc3B4R^*ri:K:J:yilEKejl»&5e^K:K^*^««» 



2 4 
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mm&ft&z.£&ni*&o sfc, mamma 1^x29 

Epstein Barr Virus <D&WiMj£*% L , 2 9 3 - E 
BN A#Hfl&"ega*i5i^'Hrfg&P CE P4(Invitroge n*±) & £<Z>#&Jg 

co sjUHjfi-e&tiiiRPM i-i 6 4 o ^Oi/^y n#iE>f-^;vft/hi^^ 

mm ( d m e m) 4$<DmmK&BKm s ^m^jfa?s c f b s ) ^<d l 

fc%(D%:m.mX%& 0 _h|B2 9 3 -E BN A«^&tU£4^J&ifitff (F 

fO«i||CG4 1 8 $:Sn^.fe%©&^mt^§o 
[0 0 16] 

nppA r*b:e#js e c h l p (DWMftm&w&mnK * y laws *is ci £ % 

ARfiSffiECHLPftS^ttPPARIC^fflU ^©f^MlC^# LT P P A 
R*B2fiMB ECHLPODPPA R«K^»#fgffitC^-f«fflIiS!lS&m©«® 12 £ 

an. ss^t-s v3K-#-^«©^*#s&3§s$fts. z.<D&?t£mfommz. p 

PAR©£fm{e&afflfcbTH}fe3*l<&. Mi«@tiTOPPARt 
bT!E¥SI»IBS:ffi3i U —3>X P P A R*BS#M ECHLPiC J: SUHWSfr 

«ki»KttP P AR©^M4f»«rr=f-^ hilbTIPJfeStiS. w*.i*® 

#»4&K# P P A R^JL^ffl ECHLPt M-a- ITPPAR CD«^^I§ 

* £ mm? & 3 VN tttiOMM P P A Rffi2f^« E C H L P ©3£*g & PI 

tbfey ^» feffiJi-t ^ » y ^-t* s i/ # - & -*Stt© n 

§ G i©J:afe«ltttPPAR©±^&fiIt*PPAR«l^ECHLP 
IfiSFSlIfc LTH53t£*i&. Zltlfe®. ®&tKDtt^-f *1%P PAR7J-X 



2 5 
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[0 0 17] 

tappAR ffi^f^m a o p 2 (Domftm ftmkmn ic^^wm^n^^t^u 

RffiMAOP 2&£Vn£P PAR 7 JC#ffl U -e<Z)#MlCt#tTP P AR 
ffiS#MAOP 2 OP P AR 7m^MMffimztt'tZ>Ui&%)%:(DW.^*£V2> £• 

PAR r H^LX^mmi^i&mL. -^P PARffimAOP 2 1CJ: 

^{Sii^m^iE^-tsi:^, mm-tz u^-^-mmtp p arss^ao p 

j:e)*»«S{iPPARr®, I!I#M£^iilbfc£#M^ffty^_x hiib 
Tim^3*l£„*fc. P P A RiS#ffl A O P 2 £M-&bT 

P P A R y ©«K^^fg{lEji^ £ Pl#t--2> £ & £ V% iZWt&Wmtf P P A R 
ffiMAOP 2CD^Ji$:|ffl#b^y^&{Eji-r^i:^, Istf 

SPPARfSMAOP 2|S»Ji:bTllF^$tl-5c 3*1 £ &VN-f P P A 
R r r =r-* h & % 6 -ttBtfs JS £ a^SI b > ^ U > ^ln:tt^#^ i: b T #M 
**£i:.#JB#3tbS. — Mx.f«M^P par^Maop 2& 

SV^PPARr JCftJBU f®#Mt:MbtPPARffiMAOP20P 

part ^ft^sttjcst-r smmttmnnm s^s t »«*r s hk- # - 
^ 3 ic «fc y , wm mm m®.<*> a v w > * y > m m^mm v ~~ 
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[0 0 18] 

tsfrT^z>m*<D&%nk&m (^^F^tf) , 3>ifth'jr;i/'^uh 

U (N. K. Terrett, M. Gardner, D. W. Gordo 

n, R. J. Kobylecki, J. Steele, Tetrahedron 
, 5 1, 8 1 3 5- 7 3 (1 9 9 5) ) CioTH&tlfeft^ 

[0 0 19] 

£=&0DT*&&V^ #{C$tU#&V^-£&, ^©^^ ( ^Mo 1 e cu 1 

ar Cloningj Sambrook, J Cold Spring Ha 
rbor Laboratory Press, 1 9 8 9^ ^) lC#£o X$£tfovS 

[0 0 2 0] 

<HdfcM 1 >£^M U F • ffl^ffi u F^ra^^^g 

GW7 2 8 2 ( (S) - 3- [4- [2 - (5-^f;V-2~7i 

~;i/^^ri^!/-;i/- 4 -jji) xh^r->] y -2 - (i-n°nu;i/) ^ 

n ;GlaxoSmithKl ine, 

Drug Data Rep 2001, 23(9): 889), GI-262570 

( (s) -2- [ (2-<y\rj ;vy3L-)i) ts.JI - 3 - [4-[2-(5-^^ 

JV-Z-y ai-)l?t3rVJ-)V- 4 --f ;i/)X h **/] 7i-;H "^D tf^V^J G 1 
axoSmithKline ,WO 0038811), GL-100085 (2 

- (3- (2- (5-^f;i/-2-7i-;i/W^-4-f;i/) nih^S/ 



£BliE# 2003-3012506 



4#2 002 — 013721 



) j»M;'b»m&xm+ wo 9946232), n&trv 

$\?y (Rosiglitazone, (±)-5- [4- [2- [N-* ^;i/-N-(2-fc: 0 U Vfr 

;]3Lh*rt/]'<y¥M-2A- : ?'TW &yp*y Ti/x-h iguxo 

SmithKline, WO 0 1 4 7 5 2 9) , t^^U (piogl 
i t a z o n e, ( + ) - 5 - [4 - [2- (5 -X^;i/- 2 -fcfU X 
b3^>] - 2 ,4 -f ; SHiiSXi, JP 198 

6 2 6 7 5 8 0) <D&fc&mK.^^Tftm * % -X2±*Mm-t £fe#>i^ r*l£> 

©#&T ic £ W 6 «fc »#ffl &tt«HB# & M v> *C ■£ ti^Fti WJt U Mt 

;fr*3^$T^- 260-266, 1966 ; Diabetes Frontier, 

*10«, 8 1 1-8 1 81, 1 9 9 9#;g*, Diabetes Front 
i e r , H 1 0 #, 8 1 9-8 241, 1 9 9 9^) *Wfe b fc D 
[0 0 2 1] 

(1) it&*m<Dmmi*Tftx<Dm& 

7-8»KK/AyV?^ (0*^V7l±) &C*fU 0 . 5 %* ^JVtJlU 
-X(MC)iClIt, iggHIIQ-lO mg/kg) Lfc#ttlir%& 1 H 1® 
, 4 0|^aiilP|g#bfe o ^B8»Kltt0.5%'MC©»Sltt#bfe. 
i 6i$im#Cv#xSMUyMi&??v>, ifiiM$:^;vn-x^^S/^~if^ 

^bfeo &M3*©JfiL«te&l 0 OXiiU #ft-^«iR#»K:fcW-6tt*J;y, *f 

ffilfc (11) . (Reginato M J J Biol Chem 2 7 3i 
49f 3 2 6 7 91 1 9 9 8^ #J&) 

( 2 ) iti?^m<Dwmmmm>m<DW%. 

J. Appl. Physiol. 69(6): 2091-2096,199 
OjC^Stlfc^tSlCfi&oTtBJje'Ufe. (Sprague-Dawley r 

a t s ; 3Jgtfr) tC, ttlftft#ttS: 100 mg/kg (0 . 5%Me t h y 
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lcellulos eKl®SI)©ffl**e, - H -ET?rLM^^P^# L fc a 
i-fiUlSTt'TlflJ: y 0 . 2 5%oi7t>^^;b- (Evans Blue 
) (£39|&fetfO & 0 . 2 5 m 1 (0 . 6 2 5mg)/7>y M'^AU 5# 

e>tt&tlfel7^X^-SI(m g/m 1 ) &aAi(0 . 6 2 5mg)T*lofci 

ehici e^#i^) k:*n-«* (%) OTifc mi) . 

rtl^(3D^m> GW7 2 8 2«£#M • BIf£JB il < iKSl/fc. -#G I - 

- 1 0 0 0 8 5tt£fiUS©lBjSfci:33V^ U«MB&93KiiS@bfc. 






ED 2S 
(mg/k g) 


MSI 
55 o f CTRL 


GW-7 2 8 2 


0.41 


130 


GI-262570 


0.98 


124 


GL-100085 


1 7 


133 




1 0 


110 




4.6 


114 



[0 0 2 2] 
(1) PPARrieWl 

PPARy©DNA«f^1K«fe<fetJfU^f>K*§-&««&*tfC*SBffi93 0 275 

>fy?tt ;Marathon Read y™ c DNA ) fr&jKU * 
^x>f>- yy#5/s>SS (PCRi) iC*oTBl#bfe- at-fiSHF^-* 
Gene b a n k <DT V iZ V ^> 3 >S#U 7 9 0 1 2 tC|H«S*lfefci h P P A R 
r 2<Z>3£te^@B#I&7G&c, i«y-^>f^'Jy KfflW^^-pDB t r p ( 
-f >tf hni?x^i, 3B^v-*-^bTTRP13fte-?S:^'tS)K:#A , f 
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Kpn USma I ©«*Hf--f h <fc 3 {Cfg^|## 9 1 0 ICjgt 

L£:/^-fv-£fgftb£:o PCRIiDNA5KU^5-^ (Pyrobest 
DNA polymerase; S?@5I*±) 9 8° C ( 1 £0 9 

8 o C(5 5g>)/55°C(30#) 7 2° C (3#) <DV4 ?>l*3 5 EL 
»yjgl/fc. fetlfc 1 0 0 4Mf©DNAi^aPPARr 2 <£>S£ 

2 0 4r^ ygfc^e>»jh3 K>ist&*^©3 o27$;i^e)^5PPARr0 

(2) Wfy-A-f^j 9 KJSHS*i^*3 K<z>#§g 

ttlfiB&IgS a 1 I feci; t^N col T'fiiUteiiKcbfc^^^-pDBt r p 
(1) T*#e>tl^PPAR T ©cDNA$:-^tjPCR^5:im^{C^~^-f 

Guthrie, R Fink Guide to Y 
east Genetics and Molecular Biology, Ac 
ademic, San Diego, 199 1^). -£ <Dffi£kmBmmMfoT*1®m 
ffi^X.#*£b\ pDBt rp0?;i/f^n-->Wh(CPPARr cDN 
A#ffASHfe^7^$ K (^TpDB-PPARytiS^fS) ^fiKStlfe 

:?7>£^;££1*;k0^-/&S/jNfglfi (DIFCOt) (2 0%y#n->O _h 

^mfCT3 O^ILfct, 7A/*'Ji ( TMo lecular Clonin 
gj Sambrook, J Cold Spring Harbor Labo 
ratory Press, 198 9^) T*y°^X$ K & #J|t3RHB U V->ry 
t/yy*?b WtJ/^fAtt) fed:0>>-^r>^- (ABI 3 

7 0 0 DNA sequencer 7^7>f F;Hti/7fAXtt) 
&2Ssffi#f©&£S:fTV\ PPAR r©cDNA^pDB t rp©GAL4©DN 
A fa&m®<D 3 - KIR« £ HSR© y V - A b T J*A $ 4xT V^ § % © £ MM 

(3) »r;-/W^iJ»;KXi'iJ-r>jr 
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_LM© p D B - P P A R r JC J: U 7£«lfgm htcV — J\<4 ~?V V KM»««M a V 
2 0 3 &40 OmlCYPDIMi (D I FCOtt) C»b, 5 9 0t 

;^-h;i/©tWo. i#e>o. 4jc^§fr 3 o°cT^6^r«iie»^ 

M y^?A- h y:*jMftftlcmfb&. H$BJBSS:t h WHI c DN A^>f zf? U - 

#*±M atch Maker cDNA library) &2 0 At g"e^^if£#! 
U P D B-P P AR r 13 it>7^^7 U - ftl^O^X^ K<Z>3S 

I FCOtt) (2 0%7^n-X) JilCT^'TSrillCi: y»MU P3:/^X 
* K3^*AStife^«*K«l«S:#fc- H^JCBIC^K«S|j|Wia«:hy^h7T> 

A L 4 DNA ^itG)i^geiJC, GAL4 ^{E5t«R^©®{#Ma^ 

txfe?>sft^e>i?t, a&icH i s 33^3- K*r«**©ia*^ 

$§3 AT (3-AMINO-l, 2, 4-TRIAZOLE; £/^V*±) 20m 

o mmmmzit^m •mttmz.%fcm<mm't 5PPARr®r^hGw 

7 2 8 2&S«I1. 5 #M»tbT;}3£, HT^f-X bCD#^T^P PAR 
r ^t^geiOTbtv^Srii&^tSATfffiCit^qD^-^ 
ft L tc o 3 *l & <Z>&ttffl|B &24H^YPD H^*fl&±Tf _fci* © T X h G W 

7 2 8 2^15 /iM<Dmm"€&m. a&s v^tt^ssaaojRffliTf^s-ftfcift. h i 

S 3 fcttfflCDy-A^^U y K S/X-T'A^IS'&fg^l/JK-*-^** 1 a c Z 

- if ??mtaigifi±0Bi#« & - h n iz /I/ n - x 7 -f ;i/ # - hm »J , tftfteS 
^Vt±)^m$:?SL/fe»±(C©-&T 3 7° Ct2 4tflifU fr-ft^V YV 
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^D>f7i'aYeast Protocols Handbook (Dji&lZffi: 

mmmz. wmtti ixm.^n^mmn (gal 4 Avw$,Km^~? 

; GeneBank7?tyi/3 U29899 Cloning vector pACT2 ©3f0 

t>*i/-/r>-9-- ( A B I 3700 DNA sequencer 77^4 FA-f 

£ %IB#f#-!§- 3 iC fH«© E C H L P (Dm^MM Sr^Cf ? n - > £ tiT £ r 
t&BLAST (NCBI) tC J: §7jN^ n ^-^{C J: »J 5S^! ^ feWflie 
3^7^ ^7 V - ^e.ttIft^ft©i?Jt^g?t bT*Hk*iT^£ S RC-1 

(Smith CLfjProc Natl Acad Sci U S A20#93( 
17)^8 8 8 4-8 8 8 81 199 6^:) ,NcoR (Nagy L £ C e 1 1 

;89i3#3 7 3-3 8 0ll 9 9 7^) (DMB^m^^ti ? U - 

tir & y , _hfB© * ? y - - y tfi* y # > K&#f£© ppart 

o 7>f^7v-tbtiin hfic DNA?j7?v-x«i&mMmLfcmM*m 
v*fc„ gw7 2 8 2&-mmmmi tiM£&&&t>K.m-ML, mr^-^h^r 
tp par r iz^irsm&^mmhr^^m-mmm-k 24h^ypdb^ 

i±t*GW7 2 8 2110 A MOfilt'tt I tlT'M$ t fe» JHoch-#^ 
9 YV#- if ^'f4M^ lc «fc *J , ±^©7^h©#4tct#btPPARrlC 

KJ#f##7lCgB^<Z>AOP 2 (Genebank T 9 *& V i/ 3 X 
M_0 0 14 15) ©aiS^BB^ffS:*tf$ft3ibfe^n-> 2«#-£*;fVCV*fc 0 * 
fe^f^^#©^^a^^LT^ne>tlTV%SSRC-l (Smith CL£> 
Proc Natl Acad Sci U S A20i9 3(1 7)f 8 8 8 4-8 
8 8 81 1 9 9 6^:) , NcoR (Nagy L £>C e 1 1 ;89i3§37 
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3-3 8 011 9 9 7^) <D%k&¥lRR1tiZti9u~ytf&tLtoT&V. _t|2CD 
X V V - - > ^ U # > K#c#'ffi£> P P A R y ©«^«!H^ £ St#T* 

[0 0 2 3] 

<H»J 3>PPARy^ECHLPifcttAOP2fi!)'J^> RM^ffiS^M 

»]2t#fcECHLP, AOP 2 IliCftttSieiSftPPARrfflffi 

&S2i©7df-^>GI-2 6 2 5 7 0 (1HII5^M, XttO. 5/tM) 
tGL-1 0 0 0 8 5 CftiHiiS 5 * M, XttO. 5 ^M) &JIV*T, BMfty- 

^M^to-fbMG I - 2 6 2 5 7 0 a, 5 /tMj^&O. 5^M{C^D 

T%iitCPPARy^ECHLP©^^L^ (EI 1 b ) , fflff^ffilCjt 
«H$l*V^*;&#offc-&%GL- 1 0 0 0 8 5 5 /iMfrb 0. 5 #M 

JCiC§tPPARri:ECHLP©M^t<^ltfc (Ell c) . 
Sf^MlCiillSifiSlffV^^&^oft^GL- 1 0 0 0 8 5tt," a^&5 /(M^ 
b0. 5 /iMtC^CT%H#tCPPAR r tAOP 2<Z>£f#&B**L (Ell c) 
, ^fflJClftV^^S^o-m^G 1 - 2 6 2 5 7 0«JT*»aS£ 5 ^Mfrfe 
0. 5/tMlCiCS^PPARytAOP2©^tt^t<^lfc (Bib) 
o itl&tt, 7^hGI-2 6 2 5 7 0, G L - 1 0 0 0 8 5 ©##IC J: o 
TPPAR y tECHLP, &£V^£P P AR y £ A O P 2 © U K&#fi9*B 
If^^^ofcrtfCiS^f,^ 3©jg^e>, ECHLPttPPAR 

e>^ii^ofe. -hop 2«®f^fci^v^^&#oTdr-^ hcauisv^ 
It'fSMt53i:A^&^t«!ofc (Sic) . rn&®m7^h 
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m^tf&ZZLtZxkmisT^Z. ECHL P&£ftU5©3&< 31*1-5 TrT-X Mc 
. iUITOc^btfilMbtfe'J, 30PPARri:ECHLPffl'J^ 

y Ffe&m ms.ftm zmmrzztT* iz-m^^z^T^-xbitmiR 

KrlcmmT^§%©^#^.e>tlfeo -1S>7U-yt 1, 4, 5, 6, 7£<fcmiC 
oR^T^X hGI-26257 0, GL-10008 5 Wf ^(D^m.WP'V =fe 
PPAR r 73*-* h©^#M-i!ff^M{cffi55^M^^^^ 

[0 0 2 4] 

<mmm 3 >iESfe * ^h^^e^^t v^iz& w& echlp $&mA<z>w%. 

_Li&©*llj|{C«t?^, ECHLPtPPARr ©fgS^ffl^P P AR y Tlf^X 

h&^b^^#M^fe^iBi^^#{c||t)S^^^?©$nfe 0 ^rT*2aM© 

watsuka^i, Endocrinol 
. Japon., Hi ^2 3-3 51, 1 9 7 0f, Taketomi^, 

Horm. Metab. Res., $7f, ^24 2-2 4 61, 1 9 7 5^), 
C57BL/KsJ-db/db (Chen?,, Cell, f84f, $4 9 1-4 
9 51, 1.9 9 6$, Lee?,, Nature, f3 7 9t, $632-63 5 
H, 1 9 9 6^, K a k u £>, D i a b e t o 1 o g i a, |32i, |636 
-6 4 31, 1 9 8 9^) ©-frtelfc, fllJKfJCfeW^ECHLPate^CDT^^^- 
;i/yn^echl»^0^^t>^>-RNA (mRNA) ^ifcitfc^ 
'V? * h y *X*±) SrMVxTM^L. (de Saizieu?,, Nat 

ure Biotechnology, fl 6i, H4 5-4 81, 1 9 9 8^, 
Wodickafi, Nature Biotechnology, $1 5§, % 
1359-1367 H, 1 9 9 7$, Lockhartb, Nature Bio 
technology, f 14i, $1 6 7 5-1 6 8 01, 1996$), IE 
ff#C 57BL/6J, C57B L/K s J -+m/+m©^*l£ VaWft 5 Z\ £ iZ L 

(1) ^VX<Dmm<Dffim : B*9UT1±£V*X<DC5 7BL/6 J, KKA 
y /T a, C 5 7 B L/K s J-+m/+m^C 57BL/Ks J -d b / d b V?;* & 
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#8E5gtAb£„ C 5 7BL/6 J tt^SAT? 1 5 M^tiZftZ £ T'iiif b fe 
. KKA y /TaY^^lil^n'J-^(CMF, Oriental Yeast 
Co.,Ltd.)fl 5l^{c4S^tfiIf bfe a C 5 7 B L/K s J-+m/+ 
niT^MC 5 7 B L/K s J-d b/d bY^Xttf Itt' 1 2 il^f fC & 3 £ 
T'laif bfc. KKA y /T a7^$j:(FC5 7BL/Ks J-db/dbV? 
*#IE«v#;*fcJfciSi^Ti£jfii«, lS#SjcfcoTv%S££&fltfgLfc (KKA 
y /T a?^ : jfirt£fiS5 1 4 . 2± 1 8. 2 mg/dl, M49.9 + 0.7 g 
, C5 7BL/Ks J-db/db7«)X:Aii4 2 3.7±14.1 mg/dl 

> fti48.6±o.5 g) . skmmt-rvxm&m&vt&jtiL&m^ ikmmz 

(2) mRNACDiffi: l/Xi#iIC R Y O - P R E S S CP- 
1 0 0(v-f ?n^y^ • — ^*>tt)&JBV*T?ilH*Ufc. RNAifflMttil S 
OGEN (—y ^Wf-ULTRA-TURRAX 

T-8 ( I K A LABORTECHNI K£t) IkFSl/^Xjfr^i?^ — h L>1t a * ~ 

fcDNAse (-'y!if>i?->t)"ej?lIU $RA UT V*5 DN A Sr^flPL-fc. 
^-<Z)$L 7i/-,n//9nn*^AjJiI, J -JVtIi>m*fti<\ RNAse- 
f r e e H 2 Oi:iibfc 0 RNAMMMMQu ickPrep Micro m 
RNA Purification kit (T~?Z/V A*±) &JBV^SS#:/n h 
=r~;b(C^VMiiRN A&#|ffibfen 

(3) RNAODWSg : 77-f ;* h U ? **±<3D:7"n h=2-;V (Gen 
eChip Expression Analysis Technical Ma 
nual) iC^oT, mRNA^f>lUh7>KcDNA^ ||2^h5> 
KcDNAM, ^^^^^^^-fbc RN A©^, ^/<;Wb c RN ACD 7 9 

(4) A-f #V i?-S/3> : 77-fih'J^^t©DNA71/>f (Gen 
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eChip U74) & 3 ^(D-^zfT \s4 A, B, Cfr&&oTV^ 0 77^ 
(5) 7W l^©W£M©lfiIE : iTOJtffiKlo V%T ^^^WCDWiE&ff o 

b fe t i/>f l < & § «fc e> \z*<»m<Dr u>f ©#atfif?©W3fetfK:T w r 

b {c & £ J: e> k: -9- :/ T W £ k: # *tte^- © ic — 5t © ^ £ ant £ . 

ttiE«ffl#i:ifc«!bT*IJ»$M£*««3&l 5li©Iftt'tte c h 1 m R N A 

<DftmM&2m&>±Km*iVT^zz£.%mM'Zftr=. (g2) „ im*mcdb/d 

b Vtf;**efeiemfl#JCjfc!fcbTe c h 13mft#2^i:{Cii:*bTV^ 0 * 
1 5iIlfc©KKA y /T a V^XiCfe^^ e c h 1 &^*©;fc^«WJSS$9^l& 
3&lCfcW*#lRjRffl»3ffi: lt^!f)W7D U (phlorizin) & 1 

oo mg/kgfflffliT3 oa-fcsicaia, "ttlttfttt^U jfit«HB«««SB»K:i£ 

^l^^lC^ofe^©ia^&7^^<©MM^%^^^V%3i:^e), e c 
hl(t KJRAttCDtlfJR. ifii«i#©^i&lciHHbT^^/Liii-^©T*^^<> 

_tK££ bitted y>f£MV>T 1 214, ^©EfY^XC 5 7 B L/6 J 
®fa<Dm$§mCe chl ©mRNA^M&aiSbfelHf*, e c h 1 te^JM 

©e>t>PP ar r©#ffi^*sflgj» • #W • Iff* • W*fc, JSfrfcifr* • are© 

ftmtfmm-z&vtc (H3) .3wa'jM»e. : &ECHLP/Echi^ 

[0 0 2 5] 

<H»J4 >PPARr®'J^> K«#»*W#«lc:S!ft*« E C H L P ©gflSi 
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^$#2 0 0 2-0 1 3 7 2 1 ^ 

r Hf=. -e 3 1' E C H L P ^ P P A R r ©ft Si^it?Stt{: if© J: 

(1) mmmmftmm^^xs. fgal-ppart©^ 

H hPPARr 2©U#> KlB^f « & 3-h*t«cDNA&BftGa 1 4<Z>D 

NA^Ii (l-i 4 77^;i) ©C5^BWCllteb&**9Sm*«:=3-- 

FtSl^&iWIiS^^^-P Z e o S V (>f >tf hn^aiVtt) ©V 
;i/^^n-n>^-r Mci^^y?^^ KGAL-P PAR r &flHK 
Ifc.if ^7X5 KpGBT.9 (^D>r^a) ^^GaHfflDNA^ 
MJSt&n-K-tSate^Bff^r&iWISW^Hi nd III. Sma I £MV*T 
{HU p Z e.o s v©>r;i/f^ n >^>f h©i*->f MciALfe 

(gTpZ e o-DB trnttZ) % KpDB-PPAR y tfi 

&PPARr®y^l f <f^«S3-Kt5DNAffi^Kp.n I. Sma 
I fc^T^U ffib, P Z e o-DB0DV;i/^^n- — Z/if^r^i MC&£ 

Kpni, pvu i i^>r v<Dm\zm&ik&* mmmmmLm^^xK kga 

L-PPAR y S:f^«bfc. 

(2) i«IS^^7^5 Fp cDNA-ECHLP©#i 

K#J##1 2&tFl 3 fC^bfe^-fV-fcrnv^ tl bWcDNA?^^ 
- (VuyrvVIt) frbPCRmiC&V ECHLP0MiS:3-KtS 
9 8 7 bp cDNA^SMbfe. PCRttDNAaK'J 

*^-i?(Pyrobest DNA polymerase; Slgiitt) 

9 8° C (1t» ©«U 9 8° C (5#) /5 5° C (3 0 #) 7 2° C 
(3#) 3 5 0, H»JJgUfe. dtlfcp cDNA3 . 1/V5-HI 

S-TOPO^^^- (>f>lf hOJ?x>t) ICin vitro #I^;UCJ:& 

^^^.^ Kp cDNA-EGHLP^ltfc 0 ^feECHLP}C}i||±n R> 
$:#AitT. C5KMiJtC^^^~ft^(DV 5a:tf h-y&J:tfHI S 6 * y ft 

3 7 ffifE'-ft 2003-3012506 



^#2 0 0 2-0 1 3 7 2 1 ^ 

(3) PPARr©y^> Ft#^»(^t5 E CHL P©»M© 
StllCOS-liliie^x^iyi/-^ (^x^t#3 5mm) 

m (=¥t/3*±) fciuitT 7 o%3>7;i^x> h^^jcjfe^^^^bfeo r<z> 

HBfl&fCU (Graham L£ Virology, 5 2#4 5 

611 9 7 3^, if#ufc^ Mfc^mAtftm/Mffimi 3-1 511 9 9 4^ 
) IC J; »J, ±«AL-PPARt (0.1 5 n g/Vx.JU) , fe<fctfGAL 

4 ffi&mF} & 8 mus y m b ;v 7 x ^ - if ate^ © -tsfe kubib bfci/jtf-#-=i 

h 9* h (REX8-Luci,; T/M MS&IM^WO 9 9/0 4 8 1 
5) (OJ/tg/^x;!/) & p c DNA-E CHL P ( 0 . 0 5 -0 . 2 n g 
x^/) fcfcKl— SSftlCH h7>^7x^Mfc„ PPARy73-Xh2/tM 
S 5 ^ atift^ft S^ftCtt 1 1 4 8 b igife&l&iSU ffllft 

&y>lfoft«ift (JSITF B S £9&ffi~t&) tSfc^bfc^lCtfa^&fcy 0 .4 m 
1 0D$WII&t§8??& (lOOmM y (pH7.8) , 0 . 2 % h U h > 

x-ioo) &&mvTmm&&Mi>fco zamMmmmi o o n 1 ic^s/^x 
7-€SS^tioo/ii (try* &«&flnu AB-2ioosftf 

pCHllO (77>>^A77^7^r^^f^t) 0.4^g/-?xMlffl 
flglcn h7>^7x^ hb, hi/^-if^tt^ffi^ y hGa 1 a c t 

o-Light Plus™ system (7:79>f :frS/*^Mfc) 

*:7x# 2/h y%h^£ bTJ:K&<A;w>7x^-if^££#tf x;i/#{c^lEb;fe. 
±ffi£lfta>*t*, P P AR T <A7=J-X h*#»ft«?WMSttlt, Mich^ 
>A7x^ hbfcECHLP^^X^ K©ffi*tC##bT^bV^##S8«> 
ktlfc (04) □ 3tlCJ:yPPARr^ECHLP0y^> Kt#W^il^ 
BtfEdSfc, P P A R r ffll W WWJ^S i Wl^^^o fe. 

ItfM^HJ^^^V^^lC^V^T, Jii&ECHLP/Echl 
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iltttECHLP/E c h 1 OjilM^Dfer^fCckotPPARr^ 
ii^ttcDiM^ jS d >J , ^©M^PPARrJC^oTSt^Sti^ £ T^SfrK 

ECHLP/Echl li^W}CHia&®^iCi&<xy-r;i/C o Aiin*S^ (e 
noyl-CoA hydratase) £ S^X J ^ )\>C o Agk'&.ikWfk (die 
noyl-CoA isomerase) <D 2 S^©Sliii?g1£M^£^@£ 
JS&^-fS (Filppula Af> J Biol Chem 2 7 3#1#:34 

9-3 5 5ii 9 9 8^) . & itmffiMttm&m<Dmwmizmmmft^v 

XmgM*fcT&^&Z£.1$MWfrb&bftT^r=. (Collier R^Ho 
rmMetab Res 2 5«1#:9-1 211 9 9 3^) . £©3P£gi:, E 
CHLP^PPARyStt(D^IIffl#M&%oilV^•^l±^l^^ ECHLP 

%m?ifr?'T*&z>£m7Lbnf=. 0 ztizmrnvr. ppar^s^mechlp 

<Z>*&»C*lHU *SV«MECHLPJC«J:SPPAR7 JC^SflrfWf^ 

izmm-t & r n & *smx & & . 

[0 0 2 6] 

<H»J 5 >iE^r 33 <fc tFili^E t 5 ;!/^ 9 X tC £ W £ A O P 2 g (34© Jfc« 
_LM©#Ijti&C^£, AOP 2 tPPAR y ©fflSWPPARr 7i-^ h 

ibY^XKKA^/Ta ( I w a t s u k a S>, Endocrinol. Japo 
n., Hi 7t, f 2 3-3 51, 1 9 7 0^, Taketomi?), Horm. 

Metab. Res., I7i, 12 4 2-24 61, 1975 #0 UsEWMi^C 
57BL/6J ©flil»lC#*4x*«e«^4&«3«*«2^7Sf s -f 

^C$ki&& ( • n 1 • Electrophoresis Hi 8i, ^207 
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1-2 0 7 71, 1 9 9 7^ T o n g e Proteomics, Hi, 
^3 7 7-3 9 61, 2 0 0 1 &MV^Jij«£Lfe. mM^)\y T^XlCfc V% 

CD v7X<z>iM<z>Stm 

0^U7J:ytX0C57BL/6J, KKA y /Ta7^X?:lAbf=. C5 
7BL/6 JliWM^T'l 2I^tC^5^T*iaif tfe„ KKA y /Ta?9:M« 
*D'J-^(CMF, ^-iJ^i^^^-f-XhtD^l 2l^}C&Sitfilf b 
KKA y /T aT^^^iE^V^XilJt^LTWifilll, fl^MSC&oTV^ d 
t^m^hfc (KKA y /,T a?*tt : ifiUKfift 5 1 4 . 2 ± 1 8.2 mg/d 1, ft£ 
49.9 + 0.7 g) ft, rtlg) 2 ii07 § ;i/X-fM'M 

(2) S6Kf<m<Z>ff3g 

>ff-ULTRA-TURRAX T-8 ( I K A LABORTECHNIKt) 

(3) 2&tg«£c*» 

fcftic*g^b, IPGXfU^^ (77^tA7 7;VYi/7A-ftr^lt) £M 
VNT-^7S@©^«,#,«^l&$:^ofeo ^ r^jt @ <Z)«^Kr© itff&C, IPG* 
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0 #2002-013721 ^ 

jU*t9*±) JCJcUflJUfflU h «J ^>>&MV^^;i/|Wfim'ffc££ (S c h 
evchenko€>* Analytical Chemistry, f 6 8i, 
H850-858S> 1 9 9 6^) K J: »J # S/^St&Wrmb U K^-r 
ft&^/bJ:yiajRbfc. 
(4) h;pj5StCj:^geK©llI^ 

|0.0 7 5mm, ^$15 0mm, x/l/Sz-^y *>?1±) &JBV^ 0.2%3r 

^^K&^ttbfc. *^n7h^7S6ft ( v>f # □ — A • 7Ut'JV-7 
tfc) JcEgNBMBbfcxU'* hn^7i/-<t>l&WKii'f^>b7y7 

KKA y /T a^^^om*AfllJ»K:feV^TiE««ftfcJfciil!LT2^»<0^4i»in& 

SSIf-^^-xMSDB (y y 2 o o i o 4 o i ) &jbv\, Mffivyh 

Mascot (vhy^X x>;**±) tCT*fe5RHB#b 77^AOP2g 
61 (AOP2/ 1-Cys Prx/nonselenium glut ath 
ione peroxidase ;GeneBank accession ## 
AF 0 0 4 6 7 0, AF 0 9 3 8 5 2, Y 1 2 8 8 3) cptf> 4 #/9T©g|S#7 ^ ^ 

[0 0 2 7] 

<mmm 7 >jsmjc j: & a o p 2 j« 



miE^ 2003-3012506 



#2 002 — 013721 




(ZUZ/T-yPft) *&PCRS (DNAiK'J (Pyrobest D 

NA polymerase; £?@3i*±) *MV\ 9 8° C ( 1 ft) <D«L 9 8 
0 C (5#) /55' C (3 0t) 7 2° C ( 3 £0 <Z>-iM*/I/&3 5ii»J 
Jgbfe) {C<j:«JAOP2t3-Ft66 7 3 bp (^-*^T) OcDNA|/t 

® m £ r a a - x ¥;imm,mMmz * y l AOP2»ii 

W^Ift^ o fc. rlVlC i »J l&TOP&fr &tiAOP2tfPPARr 
[0 0 2 8] 

8>PPARr©'J^ Ktt#W«£«*«K:$rr S A O P 2 ©if 
±7&<bm&frb> AOP2ttPPAR7fcU^f>Kfc^bTffi3Lf^«U 
fe.-erTAOP2^PPARr©ft^l^ft{ci:'(Dio^i5:^ 

(1) mmmmmR-?^*^ kp cdna-aop zo^m 

fB#f#-ifl 4^1 5 {Catbfc^7^ V-&ffi^T, fc: hWBic DNA7>f ^ 
U - (VUVrV V%±) fre>PCR& (DNAtf?y*^-i£ (Pyrobest 
DNA p o 1 yme rase; SSJttt) SrJBV^ 98° C ( 1 ft) <£>^> 
9 8° C (5#) /5 5° C (3 0©) 7 2° C (3^) ©1M *;i/£3 5 0 
mVMLfc) ICj:yAOP2©ifi*S:a-Kt5 6 7 3 b p Sr^tf c DN Alt 
ft*W$\stc. dtl&P CDN A3 . 1/V 5-H i s-TOPO^^- (-Otf 
hni?x>&) iCi n vitro ii^i5TOPO^n-->^ (>f > 

ifhni;i>tt) iciU»AbTl&#imi§^ffl^^^^ Kpcdna-aop 

ffi5fc(DV 5epitope 33«fct>*H i s 6 # ^jWBt-^S J: e> &c:/^>f & 
Mfbfc. 

( 2 ) pPARr©'J^> K«#»«^lNMBK:#'r 5 A o P 2 
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m 

JDLC«.#x;i/2ml©l OX^B&JfcJfoW ^tii'MIMDME 
M2iC U >M#;t/S>"7 (Graham L?> Virology, 5 2^4 5 

6ii97 3^, m#&** &m*mAHftm/mffimi 3-1 511994^ 

) tC<k*K mnm* (D fC£*j#igU£GAL-PPARy (0.15/**/ 
?x/l/) , ^3J:?>*GAL4^iB^I$:8M^ 6 ;mb;i/^7^^-^it^©±^ 
&C@Efib£ l/sK-*-:^* h^? h (RE X 8 -L u c i , ; T)\\h. Mffite 
HffWO 9 9 /0 4 8 1 5) (0 . 8 (i g/V^fr') ^pcDNA-AOP2 ( 
0 . 0 5-0 . 2 ft g/V^JV) £H%K—mmcnh^yX7*9hhfc B PP 
A R r Tdfnx hGW7 2 8 2 ^2mM Wi«JB*ft-&& bT 

<&) *t»?5fe?#ufc«tc^x^*fey 0.4 m i (Dmmmmm aoomM vym 

*U^A (pH7.8) , 0. 2%bn>X-10 0) »btfflW 
Lfco i©jWJBS»»?Rl 0 0 At 1 K1^2/7x9-^SItS«l 0 0 At 1 (fc>:*7 

^->*±) s»»u ab-2 ioos it¥ft%mfemm (y b-*±) &jbv>t 

59 bis#- •gftWk&i?- £ o >^ X ^ FpCHl 1 0 (77^^A77;i/V 
i/7/Htf^?i) 0.4 a g/^x;v$r listen h5>X7i^ hU £-# 

TM 

h i/^-f^tt^ffi^^ hGalacto-Light Plus s y s 
tern F/Uti'Tvf^i) fcffiv^ j8 h S/^-tftSttfcM 

*/7x9-^?SttS:#^x^4iJc«iEbfc. 

±S3HI^<3D*§*, P P A R r cordf— x b^Wfc^flJNMSffitt* MIC h 9 
y*7 3i? h LfcAOP 2»57^^ K©MfiK:ft#bfeffi3i^l8«)&*ife ( 
1215), £*itCJ:y, PPARri:AOP207^-^ ht#»*ffil#M^ 
i*^P P AR r ©^Sg^e^ii'rsrii^W&^tc^ofc. 
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a r r mmoi&mmmm mm) n^x-hn^* 

t^e>m^dpe/^> hScfi®2 (a n t i-o x i d a n t protein 2 
, (Genebank T^^^^a >##XM_0 0 14 15) £H»£*lTV> 

|||^©^^'f4i:LTl±^;i/^^A#^#'ffi©7^^7^UA 0 -if A 2 
UT*itg"t"-g>?g^^&y (acidic calcium-independen 
t phospholipase A2; KimTS&, J Biol Chem 

2 7 2il6f 1 0 9 8 111 9 9 7^) , *fcV#;*T?a:HA o p 
©»fc^Jffi##afttt»3!£©]BC SiSte^ (LTW4/Ao 
p2; Iakoubova OA, 6 Genomics 42f3f 474-4 7 
811 9 9 7^) „ £?CAO P 2fcfc^£>7^ ;WJii*^fiSHS 

$tltV\i5;V^AOP2^PPARr £y F«#ttlC«'&U 

&J£T*&S. £©AOP 2 fcfrJM^SifcJCj:*;, PPARr©^»&#I 

[0 0 2 9] 

<mmw9 >p p ar r & , ^bfe^ffl&»iRWK:^5t^«flS'&*©^^ y 

PtPPARrOffiSM feitfECHLPtASP P AR y <Z> U F#c# 

jEgf^g^- & b > mmmm<D mm. Km^-rz x?y--> 

^-.^- 7 ^ i2 ^^M"et5AOP 2 £P P AR r ©fBSfNE, fc«fctf AO 
P-2Jc*SPPAR7©y^f> KW^^jitMO/Lii&PWi-S^&X^ y 
-=.>y~?&Z.Z.\Z& y, fflf^M^*&#jjt&§I^SiSi*»Cl»jR3l»«l©IBI«K: 
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0 #2002-013721 ^ 
TtE© UtH— # — T y iz -f £#S§ h t=.o 

gftMMBC O S - 1 mMZ 1 0 %^^lfil^$:^t/*^^^DMEMcfiT* 7 
o % n > 7 ;vx > b ©finite & £ g T?*g# b fc„ IMJ&tc y ;v $/ 9 A^T 

GAL-PPARt (0. 15/i g/?:n;i/) , ^itfREX 8-Lu c i (0 
. 8 (i g/?x;i/) pcDNA-ECHLP ( 0 . 1 5 (i 
iznh^yx?^? hbfc, r^AiHilO. UMCPPARrT^b 
GW7 2 8 2 tUm^m (10-1. 0 fiM) , &6VAfcttfc|frfb"£«> (10-1. 0 
M) ©*S^^C^iHbT4 8BmJ&HL;Mk IKPBSWlfetiC? 
i^fe»JO. 4 m 1 ibfc. |SI?£l 0 0 # 1 £9 6 

hiC#LTItf^H5gM4 ©#^tc^ww>:7:n^-1?$ , g'l££i:00 
h >> if-^Slt b t P P A R r ©ffiffli Slift It. o. l ^ 

M GW7 2 8 2 SfeDD^fettTT? ECHLP ©^{C iSPPARr ©if£^fi#tg 
fliW (MIELfc;i/i/7ai9-if?gffi#E©ifc) £S*fii:U ^^«Htll-«l 

0 & & V x « 1 . 0 ft MM 7L fc&VrT* m^mmmMM & BW* « flS-&«f & ^ » *J E 
CHLP0^1C<l;5^J/7i7-fffifii(!!)Jt5:SS(a^ , J-->^tfe. 
- © E C H L P iz J: * P P A R r «g9««tBIH1RI & IBS* S v * ttlfi mt %> * 

v--yy~?z>mmz, m.mm*mm (ic 50 ) kssv^ #*b<ttio^ 

M&T, S&lCflF*L<ttl.0/*M£n?T*&5. y - — >y*K:J: 5fc 

iCSB^b^'fb-R-^G 1-2 6 2 5 7 0(1 10 /iMtECHL P(C«k§ 'J K 
(0. 1/*M GW7 2 8 2) «#»«sP P AR r«t9«#«#l«W b 
(®6 a) .-H^GL-.l 0 0 0 8 5H 10 fiUT* %m$R^Mmt%$$ 
IWfeBMF'tt'f , GI-2 6 2 5 7 0ttPPARr ©^MK:#M'^lS< , G L - 

1 0 0 0 8 5©fif^M^<gv>^^iibTlll^tcM^sr^^T*^fe. 

Kmx?v-^>y&vmMLt=.®Lmti$® (io-i.o^m) &, m**y- 

->^©p cDNA-ECHLP£p cDNA- AOP2 (0.1 
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\ZW.%m7LTmmi;tz.7,9 U-n^^lCS&j&IJU AOP 2lC<fcSP PAR 

tC^U, ±MOft^ftGW7 2 8.2fej:^GL-l 0 0 0 8 1. 0-10 

/t Mt -f ©#4&#^t: A O P 2 ©ft#TT P.P A R r ©«?if tg 4 - 5 

>ft &&vu±4 - 6ffiizmmirz>z. £*mm.isfe a —nxfc&mG 1-26257 
otti. o/iM. 1 0 /iM^-rmz^x^m^mmm^s. smmmzLfr 

femLftfr^fc (H 6 B) „ ZltltCj:*;, *^^'J-->^»TPPAR 

r (Dmi^izmiznm^m^t^mt ugl-iooo85&, sfcinftus 
^fcjtice?;#Mffi©<svwb-&#ii:bTGi - 2 62570&, mmzmmtz 

[0 0 3 0] 
[#§BJ!©^UI3 

*»y**> K#e#65tcp PARtfi^imei^xi' u-->^t§ 

±#S 'J Kt#ffiP P A Rig^E C H L P, MftFS 

[0 0 3 1] 

J^T©@i!#Jit©3^Mfflb<2 2 3>&C&, TArtificial Sequ 
e no ej ©WW&ffi« , rs.^e&lCtt. BB50*©Si^J##9, 10, 12© 

ro jut?* §n§ & * ax© K&m, hfc-j^-cv-mmv&z. 

[0 0 3 2] 



SEQUENCE LISTING 
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<110> Yamanouchi Pharmaceutical Co. ,Ltd. 

<120> A screening method for detecting a new class of PPAR 
modulators with lower side effects 

<130> 3095IP 

<140> 
<141> 

<160> 15 

<170> Patentln Ver. 2.1 

<210> 1 

<211> 1518 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1)..(1518) 

<400> 1 

atg ggt gaa act ctg gga gat tct cct att gac cca gaa age gat tec 48 

Met Gly Glu Thr Leu Gly Asp Ser Pro lie Asp Pro Glu Ser Asp Ser 
15 10 15 

ttc act gat aca ctg tct gca aac ata tea caa gaa atg acc atg gtt 96 
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Phe Thr Asp Thr Leu Ser Ala Asn lie Ser Gin Glu Met Thr Met Val 

20 25 30 

gac aca gag atg cca ttc tgg ccc acc aac ttt ggg ate age tec gtg 144 
Asp Thr Glu Met Pro Phe Trp Pro Thr Asn Phe Gly He Ser Ser Val 

35 40 45 

gat etc tec gta atg gaa gac cac tec cac tec ttt gat ate aag ccc 192 
Asp Leu Ser Val Met Glu Asp His Ser His Ser Phe Asp He Lys Pro 

50 * 55 60 

ttc act act gtt gac ttc tec age att tct act cca cat tac gaa gac 240 
Phe Thr Thr Val Asp Phe Ser Ser lie Ser Thr Pro His Tyr Glu Asp 
65 70 75 80 

att cca ttc aca aga aca gat cca gtg gtt gca gat tac aag tat gac 288 
He Pro Phe Thr Arg Thr Asp Pro Val Val Ala Asp Tyr Lys Tyr Asp 

85 ' 90 95 

ctg aaa ctt caa gag tac caa agt gca ate aaa gtg gag cct gca tct 336 
Leu Lys Leu Gin Glu Tyr Gin Ser Ala lie Lys Val Glu Pro Ala Ser 
100 105 110 

cca cct tat tat tct gag aag act cag etc tac aat aag cct cat gaa 384 
Pro Pro Tyr Tyr Ser Glu Lys Thr Gin Leu Tyr Asn Lys Pro His Glu 
115 120 125 

gag cct tec aac tec etc atg gca att gaa tgt cgt gtc tgt gga gat 432 
Glu Pro Ser Asn Ser Leu Met Ala He Glu Cys Arg Val Cys Gly Asp 
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130 135 140 

aaa get tct gga ttt cac tat gga gtt cat get tgt gaa gga tgc aag 480 
Lys Ala Ser Gly Phe His Tyr Gly Val His Ala Cys Glu Gly Cys Lys 
145 150 155 160 

ggt ttc ttc egg aga aca ate aga ttg aag ctt ate tat gac aga tgt 528 
Gly Phe Phe Arg Arg Thr lie Arg Leu Lys Leu He Tyr Asp Arg Cys 
165 170 175 

gat ctt aac tgt egg ate cac aaa aaa agt aga aat aaa tgt cag tac 576 
Asp Leu Asn Cys Arg lie His Lys Lys Ser Arg Asn Lys Cys Gin Tyr 
180 185 190 

tgt egg ttt cag aaa tgc ctt gca gtg ggg atg tct cat aat gec ate 624 
Cys Arg Phe Gin Lys Cys Leu Ala Val Gly Met Ser His Asn Ala lie 
195 200 205 

agg ttt ggg egg atg cca cag gec gag aag gag aag ctg ttg gcg gag 672 
Arg Phe Gly Arg Met Pro Gin Ala Glu Lys Glu Lys Leu Leu Ala Glu 

210 215 220 

ate tec agt gat ate gac cag ctg aat cca gag tec get gac etc egg 720 
He Ser Ser Asp He Asp Gin Leu Asn Pro Glu Ser Ala Asp Leu Arg 

225 230 235 240 

gec ctg gca aaa cat ttg tat gac tea tac ata aag tec ttc ccg ctg 768 
Ala Leu Ala Lys His Leu Tyr Asp Ser Tyr lie Lys Ser Phe Pro Leu 

245 250 255 

4 9 m$E#2 0 0 3 - 3 0 1 2 5 0 6 
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acc aaa gca aag gcg agg gcg ate ttg aca gga aag aca aca gac aaa 816 
Thr Lys Ala Lys Ala Arg Ala He Leu Thr Gly Lys Thr Thr Asp Lys 
260 265 270 

tea cca ttc gtt ate tat gac atg aat tec tta atg atg gga gaa gat 864 
Ser Pro Phe Val He Tyr Asp Met Asn Ser Leu Met Met Gly Glu Asp 

275 280 285 

aaa ate aag ttc aaa cac ate acc ccc ctg cag gag cag age aaa gag 912 
Lys lie Lys Phe Lys His He Thr Pro Leu. Gin Glu Gin Ser Lys Glu 
290 295 300 

gtg gee ate cgc ate ttt cag ggc tgc cag ttt cgc tec gtg gag get 960 
Val Ala lie Arg lie Phe Gin Gly Cys Gin Phe Arg Ser Val Glu Ala 

305 310 315 320 

gtg cag gag ate aca gag tat gee aaa age att cct ggt ttt gta aat 1008 
Val Gin Glu He Thr Glu Tyr Ala Lys Ser He Pro Gly Phe Val Asn 

325 330 335 

ctt gac ttg aac gac caa gta act etc etc aaa tat gga gtc cac gag 1056 
Leu Asp Leu Asn Asp Gin Val Thr Leu Leu Lys Tyr Gly Val His Glu 
340 345 350 

ate att tac aca atg ctg gee tec ttg atg aat aaa gat ggg gtt etc 1104 
He He Tyr Thr Met Leu Ala Ser Leu Met Asn Lys Asp Gly Val Leu 
355 360 365 

5 0 mSE# 2003-3012506 
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ata tec gag ggc caa ggc ttc atg aca agg gag ttt eta aag age ctg 1152 
He Ser Glu Gly Gin Gly Phe Met Thr Arg Glu Phe Leu Lys Ser Leu 

370 375 380 

cga aag cct ttt ggt gac ttt atg gag ccc aag ttt gag ttt get gtg 1200 
Arg Lys Pro Phe Gly Asp Phe Met Glu Pro Lys Phe Glu Phe Ala Val 
385 390 395 400 

aag ttc aat gca ctg gaa tta gat gac age gac ttg gca ata ttt att 1248 
Lys Phe Asn Ala Leu Glu Leu Asp Asp Ser Asp Leu Ala lie Phe lie 
405 410 415 

get gtc att att etc agt gga gac cgc cca ggt ttg ctg aat gtg aag 1296 
Ala Val He lie Leu Ser Gly Asp Arg Pro Gly Leu Leu Asn Val Lys 

420 425 430 

ccc att gaa gac att caa gac aac ctg eta caa gee ctg gag etc cag 1344 
Pro He Glu Asp He Gin Asp Asn Leu Leu Gin Ala Leu Glu Leu Gin 

435 440 445 

ctg aag ctg aac cac cct gag tec tea cag ctg ttt gee aag ctg etc 1392 
Leu Lys Leu Asn His Pro Glu Ser Ser Gin Leu Phe Ala Lys Leu Leu 
450 455 460 

cag aaa atg aca gac etc aga cag att gtc acg gaa cac gtg cag eta 1440 
Gin Lys Met Thr Asp Leu Arg Gin lie Val Thr Glu His Val Gin Leu 
465 470 475 480 

ctg cag gtg ate aag aag acg gag aca gac atg agt ctt cac ccg etc 1488 

5 1 miiE# 2003-3012506 
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Leu Gin Val He Lys Lys Thr Glu Thr Asp Met Ser Leu His Pro Leu 
485 490 495 

ctg cag gag ate tac aag gac ttg tac tag 1518 
Leu Gin Glu lie Tyr Lys Asp Leu Tyr 
500 505 



<210> 2 
<211> 505 
<212> PRT 

<213> Homo sapiens 



,<400> 2 

Met Gly Glu Thr Leu Gly Asp Ser Pro lie Asp Pro Glu Ser Asp Ser 

15 10 15 

Phe Thr Asp Thr Leu Ser Ala Asn He Ser Gin Glu Met Thr Met Val 

20 25 30 

Asp Thr Glu Met Pro Phe Trp Pro Thr Asn Phe Gly He Ser Ser Val 

35 40 45 

Asp Leu Ser Val Met Glu Asp His Ser His Ser Phe Asp He Lys Pro 

50 55 60 

Phe Thr Thr Val Asp Phe Ser Ser He Ser Thr Pro His Tyr Glu Asp 
65 70 75 80 

He Pro Phe Thr Arg Thr Asp Pro Val Val Ala Asp Tyr Lys Tyr Asp 

85 90 95 

Leu Lys Leu Gin Glu Tyr Gin Ser Ala He Lys Val Glu Pro Ala Ser 

100 105 110 

Pro Pro Tyr Tyr Ser Glu Lys Thr Gin Leu Tyr Asn Lys Pro His Glu 
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115 120 125 

Glu Pro Ser Asn Ser Leu Met Ala He Glu Gys Arg Val Cys Gly Asp 

130 135 140 

Lys Ala Ser Gly Phe His Tyr Gly Val His Ala Cys Glu Gly Cys Lys 
145 150 155 160 

Gly Phe Phe Arg Arg Thr lie Arg Leu Lys Leu He Tyr Asp Arg Cys 

165 170 175 

Asp Leu Asn Cys Arg lie His Lys Lys Ser Arg Asn Lys Cys Gin Tyr 

180 185 190 

Cys Arg Phe Gin Lys Cys Leu Ala Val Gly Met Ser His Asn Ala lie 

195 200 205 

Arg Phe Gly Arg Met Pro Gin Ala Glu Lys Glu Lys Leu Leu Ala Glu 

210 215 220 

He Ser Ser Asp He Asp Gin Leu Asn Pro Glu Ser Ala Asp Leu Arg 
225 230 235 240 

Ala Leu Ala Lys His Leu Tyr Asp Ser Tyr He Lys Ser Phe Pro Leu 

245 250 255 

Thr Lys Ala Lys Ala Arg Ala He Leu Thr Gly Lys Thr Thr Asp Lys 

260 265 270 

Ser Pro Phe Val lie Tyr Asp Met Asn Ser Leu Met Met Gly Glu Asp 

275 280 285 

Lys He Lys Phe Lys His He Thr Pro Leu Gin Glu Gin Ser Lys Glu 

290 295 300 

Val Ala lie Arg He Phe Gin Gly Cys Gin Phe Arg Ser Val Glu Ala 
305 310 315 320 

Val Gin Glu He Thr Glu Tyr Ala Lys Ser lie Pro Gly Phe Val Asn 

325 330 335 

Leu Asp Leu Asn Asp Gin Val Thr Leu Leu Lys Tyr Gly Val His Glu 
340 345 350 
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He He Tyr Thr Met Leu Ala Ser Leu Met Asn Lys Asp Gly Val Leu 

355 360 365 

lie Ser Glu Gly Gin Gly Phe Met Thr Arg Glu Phe Leu Lys Ser Leu 

370 375 380 

Arg Lys Pro Phe Gly Asp Phe Met Glu Pro Lys Phe Glu Phe Ala Val 
385 390 395 400 

Lys Phe Asn Ala Leu Glu Leu Asp Asp Ser Asp Leu Ala lie Phe lie 

405 410 415 

Ala Val He He Leu Ser Gly Asp Arg Pro Gly Leu Leu Asn Val Lys 

420 425 430 

Pro lie Glu Asp He Gin Asp Asn Leu Leu Gin Ala Leu Glu Leu Gin 

435 440 445 

Leu Lys Leu Asn His Pro Glu Ser Ser Gin Leu Phe Ala Lys Leu Leu 

450 455 460 

Gin Lys Met Thr Asp Leu Arg Gin He Val Thr Glu His Val Gin Leu 
465 470 475 480 

Leu Gin Val lie Lys Lys Thr Glu Thr Asp Met Ser Leu His Pro Leu 

485 490 495 

Leu Gin Glu lie Tyr Lys Asp Leu Tyr 
500 505 



<210> 3 
<211> 987 
<212> DNA 

<213> Homo sapiens 
<220> 
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<221> CDS 

<222> (1)..(987) 

<400> 3 

atg gcg gcg ggg ata gtg get tct cgc aga etc cgc gac eta ctg acc 48 
Met Ala Ala Gly He Val Ala Ser Arg Arg Leu Arg Asp Leu Leu Thr 
15 10 15 

egg cga ctg aca ggc tec aac tac ccg gga etc agt att age ctt cgc 96 
Arg Arg Leu Thr Gly Ser Asn Tyr Pro Gly Leu Ser He Ser Leu Arg 

20 25 30 

etc act ggc tec tct gca caa gag gcg get tec gga gta gec etc ggt 144 
Leu Thr Gly Ser Ser Ala Gin Glu Ala Ala Ser Gly Val Ala Leu Gly 
35 40 45 

gaa gec cca gac cac age tat gag tec ctt cgt gtg acg tct gcg cag 192 
Glu Ala Pro Asp His Ser Tyr Glu Ser Leu Arg Val Thr Ser Ala Gin 
50 55 60 

aaa cat gtt ctg cat gtc cag etc aac egg ccc aac aag agg aat gec 240 
Lys His Val Leu His Val Gin Leu Asn Arg Pro Asn Lys Arg Asn Ala 
65 70 75 80 

atg aac aag gtc ttc tgg aga gag atg gta gag tgc ttc aac aag att 288 
Met Asn Lys Val Phe Trp Arg Glu Met Val Glu Cys Phe Asn Lys lie 
85 90 95 

teg aga gac get gac tgt egg gcg gtg gtg ate tct ggt gca gga aaa 336 

5 5 ffiiiE4# 2003-3012506 
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Ser Arg Asp Ala Asp Gys Arg Ala Val Val He Ser Gly Ala Gly Lys 
100 105 110 

atg ttc act gca ggt att gac ctg atg gac atg get teg gac ate ctg 384 
Met Phe Thr Ala Gly lie Asp Leu Met Asp Met Ala Ser Asp lie Leu 

115 120 125 



cag ccc aaa gga gat gat gtg gee egg ate age tgg tac etc cgt gac 432 
Gin Pro Lys Gly Asp Asp Val Ala Arg lie Ser Trp Tyr Leu Arg Asp 
130 135 140 



ate ate act cga tac cag gag ace ttc aac gtc ate gag agg tgc ccc 
He lie Thr Arg Tyr Gin Glu Thr Phe Asn Val lie Glu Arg Cys Pro 

145 150 155 160 



480 



aag ccc gtg att get gee gtc cat ggg ggc tgc att ggc gga ggt gtg 
Lys Pro Val He Ala Ala Val His Gly Gly Cys He Gly Gly Gly Val 
165 170 175 



528 



gac ctt gtc acc gee tgt gac ate egg tac tgt gee cag gat get ttc 
Asp Leu Val Thr Ala Cys Asp lie Arg Tyr Gys Ala Gin Asp Ala Phe 
180 185 190 



576 



ttc cag gtg aag gag gtg gac gtg ggt ttg get gee gat gta gga aca 624 
Phe Gin Val Lys Glu Val Asp Val Gly Leu Ala Ala Asp Val Gly Thr 
195 200 205 

ctg cag cgc ctg ccc aag gtc ate ggg aac cag age ctg gtc aac gag 672 
Leu Gin Arg Leu Pro Lys Val He Gly Asn Gin Ser Leu Val Asn Glu 
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#2 002 — 013721 
210 215 220 



ctg gcc ttc acc gcc cgc aag atg atg get gac gag gec ctg ggc agt 720 
Leu Ala Phe Thr Ala Arg Lys Met Met Ala Asp Glu Ala Leu Gly Ser 

225 230 . 235 240 

ggg ctg gtc age egg gtg ttc cca gac aaa gag gtc atg ctg gat get 768 
Gly Leu Val Ser Arg Val Phe Pro Asp Lys Glu Val Met Leu Asp Ala 

245 250 255 

gcc tta gcg ctg gcg gcc gag att tec age aag age ccc gtg gcg gtg 816 
Ala Leu Ala Leu Ala Ala Glu He Ser Ser Lys Ser Pro Val Ala Val 

260 265 270 

cag age acc aag gtc aac ctg ctg tat tec cgc gac cat teg gtg gcc 864 
Gin Ser Thr Lys Val Asn Leu Leu Tyr Ser Arg Asp His Ser Val Ala 
275 280 285 

gag age etc aac tac gtg gcg tec tgg aac atg age atg ctg cag acc 912 
Glu Ser Leu Asn Tyr Val Ala Ser Trp Asn Met Ser Met Leu Gin Thr 
290 295 300 

caa gac etc gtg aag teg gtc cag gcc acg act gag aac aag gaa ctg 960 
Gin Asp Leu Val Lys Ser Val Gin Ala Thr Thr Glu Asn Lys Glu Leu 

305 310 315 320 



aaa acc gtc acc ttc tec aag etc tga 
Lys Thr Val Thr Phe Ser Lys Leu 

325 



987 
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<210> 4 
<211> 328 
<212> PRT 

<213> Homo sapiens 
<400> 4 

Met Ala Ala Gly lie Val Ala Ser Arg Arg Leu Arg Asp Leu Leu Thr 

1 5 10 15 

Arg Arg Leu Thr Gly Ser Asn Tyr Pro Gly Leu Ser He Ser Leu Arg 

20 25 30 

Leu Thr Gly Ser Ser Ala Gin Glii Ala Ala Ser Gly Val Ala Leu Gly 

35 40 45 

Glu Ala Pro Asp His Ser Tyr Glu Ser Leu Arg Val Thr Ser Ala Gin 

50 55 60 

Lys His Val Leu His Val Gin Leu Asn Arg Pro Asn Lys Arg Asn Ala 
65 70 75 80 

Met Asn Lys Val Phe Trp Airg Glu Met Val Glu Cys Phe Asn Lys He 

85 90 95 

Ser Arg Asp Ala Asp Cys Arg Ala Val Val He Ser Gly Ala Gly Lys 

100 105 110 

Met Phe Thr Ala Gly He Asp Leu Met Asp Met Ala Ser Asp lie Leu 

115 120 125 

Gin Pro Lys Gly Asp Asp Val Ala Arg He Ser Trp Tyr Leu Arg Asp 

130 135 140 

He He Thr Arg Tyr Gin Glu Thr Phe Asn Val He Glu Arg Cys Pro 
145 150 155 160 

Lys Pro Val lie Ala Ala Val His Gly Gly Cys He Gly Gly Gly Val 
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165 



170 



175 



Asp Leu Val Thr Ala Cys Asp lie Arg Tyr Cys Ala Gin Asp Ala Phe 

180 185 190 . 

Phe Gin Val Lys Glu Val Asp Val Gly Leu Ala Ala Asp Val Gly Thr 

195 200 205 

Leu Gin Arg Leu Pro Lys Val He Gly Asn Gin Ser Leu Val Asn Glu 

210 215 . 220 

Leu Ala Phe Thr Ala Arg Lys Met Met Ala Asp Glu Ala Leu Gly Ser 
225 230 • 235 240 

Gly Leu Val Ser Arg Val Phe Pro Asp Lys Glu Val Met Leu Asp Ala 

245 250 255 

Ala Leu Ala Leu Ala Ala Glu lie Ser Ser Lys Ser Pro Val Ala Val 

260 265 270 

Gin Ser Thr Lys Val Asn Leu Leu Tyr Ser Arg Asp His Ser Val Ala 

275 280 285 

Glu Ser Leu Asn Tyr Val Ala Ser Trp Asn Met Ser Met Leu Gin Thr 

290 295 300 

Gin Asp Leu Val Lys Ser Val Gin Ala Thr Thr Glu Asn Lys Glu Leu 
305 310 315 320 

Lys Thr Val Thr Phe Ser Lys Leu 



325 



<210> 5 



<211> 1407 



<212> DNA 



<213> Homo sapiens 
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<220> 

<221> CDS 

<222> (1)..(1407) 

<400> 5 

atg gtg gac acg gaa age cca etc tgc ccc etc tec cca etc gag gec 48 
Met Val Asp Thr Glu Ser Pro Leu Cys Pro Leu Ser Pro Leu Glu Ala 
15 10 15 

ggc gat eta gag age ccg tta tct gaa gag ttc ctg caa gaa atg gga 96 
Gly Asp Leu Glu Ser Pro Leu Ser Glu Glu Phe Leu Gin Glu Met Gly 

20 25 30 . 

aac ate caa gag att teg caa tec ate ggc gag gat agt tct gga age 144 
Asn He Gin Glu He Ser Gin Ser lie Gly Glu Asp Ser Ser Gly Ser 
35 40 45 

ttt ggc ttt acg gaa tac cag tat tta gga age tgt cct ggc tea gat 192 
Phe Gly Phe Thr Glu Tyr Gin Tyr Leu Gly Ser Cys Pro Gly Ser Asp 
50 55 60 

ggc teg gtc ate acg gac acg ctt tea cca get teg age ccc tec teg 240 
Gly Ser Val He Thr Asp Thr Leu Ser Pro Ala Ser Ser Pro Ser Ser 
65 70 75 80 

gtg act tat cct gtg gtc ccc ggc age gtg gac gag tct ccc agt gga 288 
Val Thr Tyr Pro Val Val Pro Gly Ser Val Asp Glu Ser Pro Ser Gly 
85 90 95 

6 0 ffi!£# 2003-3012506 
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gca ttg aac ate gaa tgt aga ate tgc ggg gac aag gec tea ggc tat 336 
Ala Leu Asn He Glu Cys Arg lie Cys Gly Asp Lys Ala Ser Gly Tyr 
'100 105 110 

cat tac gga gtc cac gcg tgt gaa ggc tgc aag ggc ttc ttt egg cga 384 
His Tyr Gly Val His Ala Cys Glu Gly Cys Lys Gly Phe Phe Arg Arg 
115 120 125 

acg att cga etc aag ctg gtg tat gac aag tgc gac cgc age tgc aag 432 
Thr He Arg Leu Lys Leu Val Tyr Asp Lys Cys Asp Arg Ser Cys Lys 
130 135 140 

ate cag aaa aag aac aga aac aaa tgc cag tat tgt cga ttt cac aag 480 
He Gin Lys Lys Asn Arg Asn Lys Cys Gin Tyr Cys Arg Phe His Lys 
145 150 155 . . 160 

* 

tgc ctt tct gtc ggg atg tea cac aac gcg att cgt ttt gga cga atg 528 
Cys Leu Ser Val Gly Met Ser His Asn Ala lie Arg Phe Gly Arg Met 

165 170 175 • 



cca aga tct gag aaa gca aaa ctg aaa gca gaa att ctt ace tgt gaa 576 
Pro Arg Ser Glu Lys Ala Lys Leu Lys Ala Glu lie Leu Thr Cys Glu 
180 185 190 

cat gac ata gaa gat tct gaa act gca gat etc aaa tct ctg gee aag 624 
His Asp He Glu Asp Ser Glu Thr Ala Asp Leu Lys Ser Leu Ala Lys 

195 200 205 

aga ate tac gag gee tac ttg aag aac ttc aac atg aac aag gtc aaa 672 
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Arg lie Tyr Glu Ala Tyr Leu Lys Asn Phe Asn Met Asn Lys Val Lys 

210 215 220 

gcc egg gtc ate etc tea gga aag gee agt aac aat cca cct ttt gtc 720 
Ala Arg Val He Leu Ser Gly Lys Ala Ser Asn Asn Pro Pro Phe Val 

225 230 235 240 

ata cat gat atg gag aca ctg tgt atg get gag aag acg ctg gtg gcc 768 
lie His Asp Met Glu Thr Leu Cys Met Ala Glu Lys Thr Leu Val Ala 

245 250 255 

aag ctg gtg gcc aat ggc ate cag aac aag gag gcg gag gtc cgc ate 816 
Lys Leu Val Ala Asn Gly He Gin Asn Lys Glu Ala Glu Val Arg He 

260 265 270 



ttt cac tgc tgc cag tgc acg tea gtg gag acc gtc acg gag etc acg 864 
Phe His Cys Cys Gin Cys Thr Ser Val Glu Thr Val Thr Glu Leu Thr 

275 280 285 

gaa ttc gcc aag gcc ate cca ggc ttc gca aac ttg gac ctg aac gat 912 
Glu Phe Ala Lys Ala He Pro Gly Phe Ala Asn Leu Asp Leu Asn Asp 

290 295 300 



caa gtg aca ttg eta aaa tac gga gtt tat gag gcc ata ttc gcc atg 960 
Gin Val Thr Leu Leu Lys Tyr Gly Val Tyr Glu Ala He Phe Ala Met 

305 310 315 320 

ctg tct tct gtg atg aac aaa gac ggg atg ctg gta gcg tat gga aat 1008 
Leu Ser Ser Val Met Asn Lys Asp Gly Met Leu Val Ala Tyr Gly Asn 
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325 330 335 

ggg ttt ata act cgt gaa ttc eta aaa age eta agg aaa ccg ttc tgt 1056 
Gly Phe lie Thr Arg Glu Phe Leu Lys Ser Leu Arg Lys Pro Phe Cys 

340 345 350 

gat ate atg gaa ccc aag ttt gat ttt gee atg aag ttc aat gca ctg 1104 
Asp lie Met Glu Pro Lys Phe Asp Phe Ala Met Lys Phe Asn Ala Leu 

355 360 365 

gaa ctg gat gac agt gat ate tec ctt ttt gtg get get ate att tgc 1152 
Glu Leu Asp Asp Ser Asp He Ser Leu Phe Val Ala Ala lie lie Cys 

370 375 380 

tgt gga gat cgt cct ggc ctt eta aac gta gga cac att gaa aaa atg 1200 
Cys Gly Asp Arg Pro Gly Leu Leu Asn Val Gly His He Glu Lys Met 
385 390 395 400 

cag gag ggt att gta cat gtg etc aga etc cac ctg cag age aac cac 1248 
Gin Glu Gly He Val His Val Leu Arg Leu His Leu Gin Ser Asn His 
405 410 415 

ccg gac gat ate ttt etc ttc cca aaa ctt ctt caa aaa atg gca gac 1296 
Pro Asp Asp lie Phe Leu Phe Pro Lys Leu Leu Gin Lys Met Ala Asp 
420 425 430 

etc egg cag ctg gtg acg gag cat gcg cag ctg gtg cag ate ate aag 1344 
Leu Arg Gin Leu Val Thr Glu His Ala Gin Leu Val Gin lie He Lys 
435 440 445 
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aag acg gag teg gat get gcg ctg cac ccg eta ctg cag gag ate tac 1392 
Lys Thr Glu Ser Asp Ala Ala Leu His Pro Leu Leu Gin Glu He Tyr 

450 455 460 

agg gac atg tac tga 1407 
Arg Asp Met Tyr 

465 



<210> 6 
<211> 468 
<212> PRT 

<213> Homo sapiens 
<400> 6 

Met Val Asp Thr Glu Ser Pro Leu Cys Pro Leu Ser Pro Leu Glu Ala 

15 10 15 

Gly Asp Leu Glu Ser Pro Leu Ser Glu Glu Phe Leu Gin Glu Met Gly 

20 25 30 

Asn He Gin Glu He Ser Gin Ser lie Gly Glu Asp Ser Ser Gly Ser 

35 40 45 

Phe Gly Phe Thr Glu Tyr Gin Tyr Leu Gly Ser Cys Pro Gly Ser Asp 

50 55 60 

Gly Ser Val He Thr Asp Thr Leu Ser Pro Ala Ser Ser Pro Ser Ser 
65 70 75 80 

Val Thr Tyr Pro Val Val Pro Gly Ser Val Asp Glu Ser Pro Ser Gly 

85 90 95 

Ala Leu Asn lie Glu Cys Arg lie Cys Gly Asp Lys Ala Ser Gly Tyr 
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100 



105 



110 



His Tyr Gly Val His Ala Cys Glu Gly Cys Lys Gly Phe Phe Arg Arg 

115 120 125 

Thr lie Arg Leu Lys Leu Val Tyr Asp Lys Cys Asp Arg Ser Cys Lys 

130 135 140 

lie Gin Lys Lys Asn Arg Asn Lys Cys Gin Tyr Cys Arg Phe His Lys 
145 150 155 160 

Cys Leu Ser Val Gly Met Ser His Asn Ala He Arg Phe Gly Arg Met 



Pro Arg Ser Glu Lys Ala Lys Leu Lys Ala Glu lie Leu Thr Cys Glu 

180 185 190 

His Asp lie Glu Asp Ser Glu Thr Ala Asp Leu Lys Ser Leu Ala Lys 

195 200 205 

Arg He Tyr Glu Ala Tyr Leu Lys Asn Phe Asn Met Asn Lys Val Lys 

210 215 220 

Ala Arg Val He Leu Ser Gly Lys Ala Ser Asn Asn Pro Pro Phe Val 
225 230 235 240 

He His Asp Met Glu Thr Leu Cys Met Ala Glu Lys Thr Leu Val Ala 

245 250 255 

Lys Leu Val Ala Asn Gly He Gin Asn Lys Glu Ala Glu Val Arg lie 

260 265 270 

Phe His Cys Cys Gin Cys Thr Ser Val Glu Thr Val Thr Glu Leu Thr 

275 280 285 

Glu Phe Ala Lys Ala He Pro Gly Phe Ala Asn Leu Asp Leu Asn Asp 

290 295 300 

Gin Val Thr Leu Leu Lys Tyr Gly Val Tyr Glu Ala lie Phe Ala Met 
305 310 315 320 

Leu Ser Ser Val Met Asn Lys Asp Gly Met Leu Val Ala Tyr Gly Asn 



165 



170 



175 



325 



330 



335 
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Gly Phe He Thr Arg Glu Phe Leu Lys Ser Leu Arg Lys Pro Phe Cys 

340 345 350 

Asp He Met Glu Pro Lys Phe Asp Phe Ala Met Lys Phe Asn Ala Leu 

355 360 365 

Glu Leu Asp Asp Ser Asp lie Ser Leu Phe Val Ala Ala lie He Cys 

370 375 380 

Cys Gly Asp Arg Pro Gly Leu Leu Asn Val Gly His He Glu Lys Met 
385 390 395 400 

Gin Glu Gly He Val His Val Leu Arg Leu His Leu Gin Ser Asn His 

405 410 415 

Pro Asp Asp He Phe Leu Phe Pro Lys Leu Leu Gin Lys Met Ala Asp 

420 425 430 

Leu Arg Gin Leu Val Thr Glu His Ala Gin Leu Val Gin He lie Lys 

435 440 445 

Lys Thr Glu Ser Asp Ala Ala Leu His Pro Leu Leu Gin Glu He Tyr 

450 455 460 

Arg Asp Met Tyr 
465 



<210> 7 
<211> 675 
<212> DNA 

<213> Homo sapiens 

<220> 
<221> CDS 

■ 

<222> (1)..(675) 
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<400> 7 

atg ccc gga ggt ctg ctt etc ggg gac gtg get ccc aac ttt gag gec 48 

Met Pro Gly Gly Leu Leu Leu Gly Asp Val Ala Pro Asn Phe Glu Ala 
15 10 15 

aat ace ace gtc ggc cgc ate cgt ttc cac gac ttt ctg gga gac tea 96 
Asn Thr Thr Val Gly Arg He Arg Phe His Asp Phe Leu Gly Asp Ser 

20 25 30 

tgg ggc att etc ttc tec cac cct egg gac ttt ace cca gtg tgc acc 144 
Trp Gly He Leu Phe Ser His Pro Arg Asp Phe Thr Pro Val Cys Thr 
35 40 45 

aca gag ctt ggc aga get gca aag ctg gca cca gaa ttt gee aag agg 192 
Thr Glu Leu Gly Arg Ala Ala Lys Leu Ala Pro Glu Phe Ala Lys Arg 
50 55 60 

aat gtt aag ttg att gee ctt tea ata gac agt gtt gag gac cat ctt 240 
Asn Val Lys Leu lie Ala Leu Ser He Asp Ser Val Glu Asp His Leu 
65 70 75 80 

gee tgg age aag gat ate aat get tac aat tgt gaa gag ccc aca gaa 288 
Ala Trp Ser Lys Asp He Asn Ala Tyr Asn Cys Glu Glu Pro Thr Glu 
85 90 95 

aag tta cct ttt ccc ate ate gat gat agg aat egg gag ctt gee ate 336 
Lys Leu Pro Phe Pro He lie Asp Asp Arg Asn Arg Glu Leu Ala He 
100 105 110 
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ctg ttg ggc atg ctg gat cca gca gag aag gat gaa aag ggc atg cct 384 
Leu Leu Gly Met Leu Asp Pro Ala Glu Lys Asp Glu Lys Gly Met Pro 

115 120 125 

gtg aca get cgt gtg gtg ttt gtt ttt ggt cct gat aag aag ctg aag 432 
Val Thr Ala Arg Val Val Phe Val Phe Gly Pro Asp Lys Lys Leu Lys 
130 135 140 

ctg tct ate etc tac cca get ace act ggc agg aac ttt gat gag att 480 
Leu Ser lie Leu Tyr Pro Ala Thr Thr Gly Arg Asn Phe Asp Glu lie 
145 150 155 160 

etc agg gta gtc ate tct etc cag ctg aca gca gaa aaa agg gtt gec 528 
Leu Arg Val Val lie Ser Leu Gin Leu Thr Ala Glu Lys Arg Val Ala 
165 170 175 

ace cca gtt gat tgg aag gat ggg gat agt gtg atg gtc ctt cca ace 576 
Thr Pro Val Asp Trp Lys Asp Gly Asp Ser Val Met Val Leu Pro Thr 
180 185 190 

ate cct gaa gaa gaa gee aaa aaa ctt ttc ccg aaa gga gtc ttc acc 624 
He Pro Glu Glu Glu Ala Lys Lys Leu Phe Pro Lys Gly Val Phe Thr 

195 200 205 

aaa gag etc cca tct ggc aag aaa tac etc cgc tac aca ccc cag cct 672 
Lys Glu Leu Pro Ser Gly Lys Lys Tyr Leu Arg Tyr Thr Pro Gin Pro 
210 215 220 
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taa 



675 



225 



<210> 8 
<211> 224 
<212> PRT 

<213> Homo sapiens 
<400> 8 

Met Pro Gly Gly Leu Leu Leu Gly Asp Val Ala Pro Asn, Phe Glu Ala 

1 5 10 .15 

Asn Thr Thr Val Gly Arg lie Arg Phe His Asp Phe Leu Gly Asp Ser 

20 25 30 

Trp Gly He Leu Phe Ser His Pro Arg Asp Phe Thr Pro Val Cys Thr 

35 40 45 

Thr Glu Leu Gly Arg Ala Ala Lys Leu Ala Pro Glu Phe Ala Lys Arg 

50 55 60 

Ash Val Lys Leu He Ala Leu Ser He Asp Ser Val Glu Asp His Leu 
65 70 75 80 

Ala Trp Ser Lys Asp lie Asn Ala Tyr Asn Cys Glu Glu Pro Thr Glu 

85 90 95 

Lys Leu Pro Phe Pro He lie Asp Asp Arg Asn Arg Glu Leu Ala lie 

100 105 110 

Leu Leu Gly Met Leu Asp Pro Ala Glu Lys Asp Glu Lys Gly Met Pro 

115 120 125 

Val Thr Ala Arg Val Val Phe Val Phe Gly Pro Asp Lys Lys Leu Lys 
130 135 140 

6 9 2003-3012506 
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Leu Ser He Leu Tyr Pro Ala Thr Thr Gly Arg Asn Phe Asp Glu lie 
145 150 155 160 

Leu Arg Val Val lie Ser Leu Gin Leu Thr Ala Glu Lys Arg Val Ala 

165 170 175 

Thr Pro Val Asp Trp Lys Asp Gly Asp Ser Val Met Val Leu Pro Thr 

180 185 190 

lie Pro Glu Glu Glu Ala Lys Lys Leu Phe Pro Lys Gly Val Phe Thr 

195 200 205 

Lys Glu Leu Pro Ser Gly Lys Lys Tyr Leu Arg Tyr Thr Pro Gin Pro 
210 215 220 



<210> 9 
<211> 64 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequenceran artificially 
synthesized primer sequence 

<400> 9 

agagagtagt aacaaaggtc aaagacagtt gactgtatcg ggtacctctc ataatgccat 60 
cagg 64 



<210> 10 
<211> 65 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequencetan artificially 
synthesized primer sequence 

<400> 10 

tggagacttg accaaacctc tggcgaagaa gtccaaagct cccgggctag tacaagtcct 60 
tgtag 65 

<210> 11 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: the sequence of 
the 5183th(5') to 5162th(3' ) bases in cloning 
vector pACT2 (GeneBank U29899) 

<400> 11 

cgcgtttgga atcactacag gg 2: 

<210> 12 
<211> 18 
<212> DNA 
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<213> Homo sapiens 
<400> 12 

atggcggcgg ggatagtg 

<210> 13 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:an artificially 
synthesized primer sequence 

<400> 13 

gtagagcttg gagaaggtga eg 

<210> 14 
<211> 19 
<212> DNA 

<213> Homo sapiens 
<400> 14 

atgeceggag gtctgette 
<210> 15 
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<211> 19 
<212> DNA 

<213> Homo sapiens 
<400> 15 

aaggctgggg tgtgtagcg 
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